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Keys 
depression 


Clinically confirmed 
in over 2,500 


*“Deprol” vor 


case histories" 








CONFIRMED EFFICACY 


Deprol ® acts promptly to control depression 
without stimulation 


> restores natural sleep 
& reduces depressive rumination and crying 


DOCUMENTED SAFETY 


Deprol is unlike amine-oxidase inhibitors 


© does not adversely affect blood pressure 
or sexual function 


P causes no excessive elation 
& produces no liver toxicity 
> does not interfere with other drug therapies 


Deprol is unlike central nervous stimulants 
& does not cause insomnia 
& produces no amphetamine-like jitteriness 
& does not depress appetite 
& has no depression-producing aftereffects 


m can be used freely in hypertension and 
in unstable personalities 


Dosage: Usual start- 
ing dose is 1 tablet 
q.i.d. When necessary, 
this dose may be grad- 
ually increased up to 
3 tablets q.i.d. 


Composition: Each 
tablet contains 400 
mg. meprobamate and 
1 mg. 2-diethylamino- 
ethyl benzilate hydro- 
chloride (benactyzine 
HCl). 


Supplied: Bottles of 
50 scored tablets. 


1. Alexander, L.: Chemotherapy of depression—Use of meprobamate combined with benactyzine (2-diethylaminoethy! benzilate) 
hydrochloride. J.A.M.A. 166:1019, March 1, 1958. 2. Current personal communications; in the files of Wallace Laboratories. 


Trmave. marx 


€0-749) Literature and samples on request (7 WALLACE LABORATORIES, New Brunswick, N. J. 





“The use of alcohol in an ‘Antabuse’-treated 
patient results in physical symptoms which 
make continued drinking impossible... few 
if any medical contraindications exist.” * 
*Feldman, D. J.: Ann. Int. Med. 44:78 (Jan.) 1956. 


... a “chemical fence’’ for the alcoholic 








“Surprise Bath” used in colonial 
times to “‘restore the distracted to 
their senses.”” Original wood 
engraving by John De Pol. 





to restore them to 


Less than 200 years ago, the mentally ill were bled, purged, 
beaten and sometimes nearly drowned in efforts to restore 
them to their senses. 


The treatment of mental illness has progressed far beyond 
methods such as these. One of the major advances in psychiatry 
has come through chemotherapy—now an important factor in 
the treatment of mental illness, pioneered and developed 

with ‘Thorazine’. 


The importance of ‘Thorazine’ in psychiatry is twofold: 
(1) its continued widespread use has established it as a 
fundamental drug that can be used with confidence, and 
(2) it has led S.K.F. to the development of related drugs 
which offer the psychiatrist opportunities to help 

an even greater number of patients. 


THORAZINE® 


chlorpromazine, S.K.F. 


WG) Smith Kline & French Laboratories 


*T.M. Reg. U.S, Pat. Off. 
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Vesprin is an agent of established efficacy and demonstrated superiority for the manage- 
YOUR AN SWER MAY ment of psychotic patients. In schizophrenia, manic states, and psychoses associated with 
organic brain disease, Vesprin controls intractable behavior patterns making patients more 
BE ad DON’T KNOW” accessible to psychotherapy. Excitement, panic, delusions, hostile behavior are moderated 

to permit early insight for rapid progress into resocialization and rehabilitation. Not only 
is Vesprin your drug of choice for initial therapy, but it has proved effective in patients who 


0 a "VE 4 Y S 0 0 N.” failed to respond to other phenothiazines. 


Vesprin does not oversedate your patients into sleepiness, apathy or lethargy — and drug- 


VA Sy od 040) PW AT) @ adm induced agitation is minimal. It is relatively free from side effects.1-? Skin eruptions, photo- 
sensitivity or hyperthermia have rarely been reported. Individual dosage levels are easily 
THE DI FFEREN * | established. Intramuscular injection causes no pain or tissue irritation. Vesprin often brings 
improvement in chronically disturbed patients refractory to shock therapies and other drugs.>-4 


Dosage: Usual initial dose, 100 to 150 mg. daily, in- 
creased or decreased according to patient response. See 
literature. Supply: Tablets: 10, 25 and 50 mg., in bottles 
of 50 and 500. Capsules: 100 mg. in bottles of 50 and 
500. Emulsion: 30 cc. dropper bottles and 120 cc. 
bottles (10 mg./cc.). Parenteral Solution: 1 cc. multiple 
dose vial (20 mg./cc.) and 10 cc. multiple dose vial 
(10 mg./cc.). Vesprin Injection Unimatic (15 mg. in 
0.75 cc.). 

SQUIBB BEYEEES Squibb Quality = the Priceless Ingredient 


SQUIBB TRIFLUPROMAZINE HYDROCHLORIDE 
.»@ unique halogenated phenothiazine for the management of schizophrenia, manic states, psychoses 
associated with organic brain disease, senile psychoses, and primary behavior problems in children. 
1. Goldman, D.: Am. J. M. Se. 235:67 (Jan.) 1958. 2 Morehouse, W.G., and Freed, J.E£.: Monographs on Therapy 3:32 (May) 1958. 3. Leger, Y.: Union Med. Canada 87:831 (July) 1958. 
4. Bruckman, N. S.; Saunders, J. C., and Kline, N.S.: Monographs on Therapy 3:24 (May) 1958. 
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Now in one instrument... a 
safe, soothing high frequency 
current for painless sedation 
without drugs and a powerful 
convulsive current at the 
very least as efficient 

as the strongest 

AC machine, but 
with increased safety 
due to automatically 
reduced side effects. 


MODEL SOS 
REI TER SEDAC-STIMULATOR 


Now with Model SOS, Reiter SedAc-Stimulator, sedative 
and convulsive therapies may be given with one machine. 
A one knob control with a safety spring lock permits sim- 
ple transition from sedative to convulsive currents. 


In ECT, the significantly increased efficiency of the Rei- 
ter unidirectional current offers greater therapeutic and 
convulsive effectiveness. 


Patients may be: treated so they are quickly clear and 
bright following treatment .. . apnea, thrust, agitation 
and confusion are notably minimized. 


The Reiter SedAc current establishes better transference 
. patients’ fears are relaxed .. . they become communi- 
cative. 


Anxious aversion to EST is greatly minimized by applica- 
tion of the SedAc current prior to treatment. Only the 
gentle SedAc stimulation is remembered. 


MODEL SOS provides for: CONVULSIVE THERAPY (maximum convulsive and _ thera- 
peutic efficiency) - NON-CONVULSIVE THERAPIES - ELECTROSLEEP THERAPY - FO- 
CAL TREATMENT (unilateral and bilateral) - MONOPOLAR TREATMENT (non-convul- 
sive) - BARBITURATE COMA (and other respiratory problems) - MILD SEDAC (without 
sedation) - DEEP SEDAC (with sedation) - PRE-CONVULSIVE SEDAC ( for anxious pa- 
tients who resist EST) - POST-CONVULSIVE SEDAC (for deep sleep) - NEUROLOGI- 
CAL CONDITIONS. 


Mode! SOS contains the Reiter uni-directional currents and three 
new SedAc ranges as part of the single selector control. Model S 
is available without the SedAc current (may be used with separate 
SedAc attachment). The SedAc is also available as a self-powered 
instrument. 


Literature and bibliography on request. REUBEN REITER, Se.D. 


64 WEST 48th STREET, NEW YORK 36, N. Y. 
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BREAK DOWN HIS RESISTANCE 
TO PSYCHOTHERAPY 





Denial and defensive attitudes block contact with the alcoholic patient. Parenteral Ritalin renders 
him more accessible to psychotherapy by promoting verbalization of repressed and subconscious 
material. 

In a recent study of 9 alcoholic patients,! Ritalin produced “a sustained decrease of psychic resist- 
ance.”’ After the Ritalin interviews “all patients became significantly more involved in therapy.... 
Two of the patients...for whom intensive individual therapy was available, moved rapidly toward 
new insights with remarkable emotional participation.” 

DOSAGE: 10 to 20 mg. intramuscularly, 10 to 15 minutes before interview. 

SUPPLIED: Ritalin Parenteral Solution: Multiple-dose Vials, 10 ml., each vial containing 100 mg. Ritalin 
hydrochloride and 100 mg. lactose in lyophilized form, accompanied by a 10-ml. vial of sterile solvent. 

ALSO AVAILABLE: Ritalin Tablets, 5 (yellow), 10 (blue) and 20 mg. (peach-colored). 

Reference: 1. Hartert, D., and Browne-Mayers, A. N.: J. A. M. A. 166:1982 (April 19) 1958. 


RITALIN® hydrochloride (methylphenidate hydrochloride CIBA) 


parenteral Ritalin 


2/2619MK 


CIBA 


SUMMIT, N. J. 
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Compazine’ promptly 
controls symptoms 


effectively ¢ ompazine promptly calms the agitated and 


1 1} 1 j 1 
belligerent senile. As the patient becomes tractable and cooperative 


: I > 


he develops more acceptable eating and sleeping habits and MNproves 


11 
in his personal hygiene 
4 4 


if any, hypotensive ettect. Thus; 


‘patients who have cardiovas« ular disord “9 
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Pacatal 





‘ 
ZieJ) went out... only returned 


If applied to an army patrol, those figures would be disas- 
trous. But—referring to schizophrenic patients discharged 
from a mental institution after vears of confinement — 
they are outstanding. 

A recent follow-up study* of 67 institutionalized schizo- 
phrenies, many previously refractory to other therapy, 
showed these remarkable results with Pacatal: 

23 (or 34 per cent) were able to leave the hospital. Only 
6 had to return for further treatment. 


Pacatal, unlike some earlier phenothiazine compounds, 
calms without sedating. It normalizes the thinking proe- 
esses of the disturbed patient, vet leaves him alert and 
cooperative. On Pacatal. patients ‘‘beeame more acecessi- 
ble for psychotherapy and integrated more easily into the 
group. "* Dosage should be adjusted to the individual 
patient. Initial daily dose, 100 mg. increased by 50 mg. 
every 5 to 7 days. Recommended dosage for hospitalized 
patients is 100 to 500 mg. per day. Literature available. 


Supplied: 25 and 50 mg. tablets in bottles of 100 and 500. 
Also available in 2 ce. ampuls (25 mg./ee.) for paren- 
teral use. 

*Vorbusch, H.: Mepazine [Paecatal] in the Treatment of Psychi- 
atric Disorders with One Year Follow-up, in press. 





for normalization, not sedation 











MORRIS PLAINS. WN. J 
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Gunther’s Accommodation Indexij;;,)__ ; 


TgNX 
Al ity 


E\O’ na rat arta ‘ ~ 
JORGE WEIBEL, M.D. DiS MUUNES, TOWA 


In the diagnosis of several neuromuscular 
diseases the theoretical knowledge of electro- 
physiology has been employed in order to 
find a useful procedure to complement the 
clinical study. Several instruments which 
generate galvanic rectangular pulsatile, a!- 
ternating and condenser discharge currents 
have been used. By these means the tech- 
nique for registering nerve and muscle po- 
tentials have been improved. (Fig. 1.) 
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Figure 1. Schematic representation of different 


types of electric currents used in the electric explo- 
ration of the nerve and muscle. 1. Galvanic; 2. Rec- 
tangu'ar pulsatile; 3. Alternating; 4. Faradic; 5. 
Condenser discharge; 6. Exponential. 

Since 1948 experiments have been con- 
ducted in order to evaluate the practical im- 
portance of the Gunther’s Accommodation 
Index (GAI)* in both the diagnosis and 
prognosis of neuromuscular diseases. This 
procedure is based on the nervous accommo- 
dation phenomenon, The concept of ner- 
vous accommodation, however, is not new. 
It was known long before the excitability in 
function of time (useful time and chronaxie) 
was discovered. Du Bois Raymond (1849), 
among the first electrophysiologists, realized 
that an electric current with slow ascending 
or descending speed required higher voltage 





From Department of Neurology, Baylor Univer- 
sity College of Medicine, Houston, Texas. Author on 
leave of absence from University of Concepcion, 
Conception, Chile. 


to excite a nerve than the galvanic current 
which reaches its maximum value and de- 
scends from it in a vertical manner. Thus, 
if the stimulat:ng current ascends slowly to 
its maximum value the threshold of excita- 
bility also increases gradually, so that the 
voltage necessary to obtain a response is 
higher than its threshold with galvanic cur- 
rent. Nerst termed this phenomenon of un- 
known nature, “accommodation.” 


In 1941, Gunther’ working with exponen- 
tial currents (currents with slow ascending 
and descending speed) found a relationship 
between the constant of time and the speed 
with which the accommodation is accom- 
plished. Therefore, when the chronaxie is 
short the accommodation index is high, as is 
the case with the isolated nerve of a normal 
neuromuscular preparation. On the other 
hand, the heart muscle, which has a long 
chronaxie, has a low accommodation index. 
In his observations he also found a remark- 
able diminution of the accommodation in 
cases with neuromuscular degeneration of 
peripheral type and this coincided with a 
considerable increase in the chronaxie and a 
slow muscular contraction in response to the 
electrical stimuli. According to his experi- 
ments, he advised the use of the exploration 
of the accommodation index as an electro- 
diagnostic procedure in the neuromuscular 
diseases. 


In 1948, Gunther and We’be!’ did a statis- 
tical study of the accommodation index in 
normal individuals. The author*’ studied 
the modifications of the nervous accommcda- 
tion in wallerian degeneration and the influ- 
ence of ischemia on the threshold and the 
nervous accommodation in man. These find- 
ings suggested a practical application of the 
accommodation index in electrodiagnos:s and 
prognosis of the neuromuscular diseases. 
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Method 


In this work an instrument designed by 
Gunther and Concha (Institute of Physi- 
ology of the University of Concepcion, Chile) 
was used. The instrument generates two 
types of exponential ascension which are 
designated IX, and E.. The E, reaches its 
maximum voltage at 20 milliseconds, while 
E. obtains its highest voltage at 50 millisec- 
onds. The stimulator is calibrated accord- 
ing to the effective voltage of the charge 
condenser, which discharges through a net 
of condensers of specific capacity and gen- 
erates the two types of exponential current 
mentioned above. This calibration permit- 
ted the determination of the relative thresh- 
old of the excitable tissue to two exponential 
currents which reach their highest voltage 
at different times. In order to determine 
the thresholds, a small electrode (cathode) 
1 cm. in diameter is placed on the skin over- 
lying the muscles or nerve to be stimulated. 
The large electrode (anode) is represented 
by a metal cylinder, 8 cm. in length and 2.5 
cm. in diameter, which the patient holds in 
one of his hands. The contact between the 
metal electrodes and the skin is obtained by 
a piece of cloth impregnated in saline solu- 
tion. The threshold (minimum muscular 
contraction) to E, is first determined and 
afterwards the threshold with E.. It is im- 
portant to take care in obtaining the same 
magnitude of muscular response repeatedly. 
To be sure, it is necessary to recheck the re- 
sults three or four times. Once the threshold 
values to E, and E, have been obtained, the 
voltage of E. is divided by the voltage of E,. 
The E./E, coefficient is an index of the ac- 
commodation of the nerve or muscle studied. 
If E./E, is 1.0 this means that accommoda- 
tion is practically absent, a finding observed 
in nerve-muscle preparation with complete 
wallerian degeneration. Values of E./E, less 
than 1.25 and higher than 1.0 have been 
observed in partial nerve degeneration. The 
neuromuscular system under normal condi- 
tions consistently shows E./E, vaiues higher 
than 1.25. 

Material 

In this report only the electrodiagnostic 
and prognostic values of the Gunther’s Ac- 
commodation Index (GAI) are described in 
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cases of paralysis of the peripheral nerves. 
Some studies in other neuromuscular disor- 
ders have already been published." The num- 
ber of cases are represented in Table I. 


TABLE I—Distribution of 191 Cases of Pe- 
ripheral Nerve Paralysis and Clinical Re- 
sult. 


Recovered Not Recovered Total 
Facial .. 106 15 121 
Radial OR Pre pee Reece 07 2 44 
Bo CO co: | ae 7 3 10 
S011) CUR en Rae eer 2 2 
MNNIERS hrs cc2 ace oes on ceeds bane 5 2 7 
Median ss Ee Re ee sacttS 3 3 
Brachial Plexus ........ 74 2 4 
ZAC, 2) ee re ee eee 165 26 191 


Results and Discussion 


In order to provide an understanding of 
the evolution of the GAI in the course of 
paralysis of peripheral nerves the results in 
three groups of patients are reported. These 
groups are separated on the basis of explora- 
tion of the accommodation index as deter- 
mined directly on the muscles, with or with- 
out loss of excitability or conductivity 
through the nerve. In each group a case 
with paralysis of the facial and/or radial 
nerves will be described in detail. These are 
representative cases for each group. 


Group A. These patients showed complete 
reaction of degeneration with diminution of 
the muscular GAI and loss of excitability 
through the nerve. (Paralysis with com- 
plete reaction of degeneration.) This group 
is subdivided into two subgroups. 


Subgroup A-1. The patients included in 
this subgroup had a favorable course with 
complete recovery of voluntary movement 
(paralysis with complete reaction of degen- 
eration recovered). Case C.G. is an example 
of this. (Fig. 2.) 


In order to obtain excitability in the facial 
nerve during the course of the paralysis it 
was stimulated in the preauricular region, 
and, as a response, the contraction of the 
orbicularis oris was observed. The first con- 
trol was carried out on the 4th day of evo- 
lution of the paralysis and the GAI was still 
within normal values both in the direct stim- 
ulation of the muscle and in the indirect 
stimulation through the nerve. The muscu- 
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lar response with the direct stimulation was 
rapid (RC). The voluntary movement (+ ) 
was weak in the frontalis and absent in the 
orbicularis oris (0). On the 7th day the 
GAI was much lower in the muscles. The 
orbicularis oris remained paralyzed with 
slow response (SC) to direct electrical stim- 
ulation but the excitability through the 
nerve was still present with normal GAI and 
a rapid muscular response (RC) to the elec- 
trical stimuli. This phase of the paralysis 
corresponds to so-called “partial reaction of 
degeneration” and its characteristics can be 
summarized as follows: a) accommodation 
index with lower values than 1.25 in the di- 
rect stimulation of the muscle and normal 
values in the indirect stimulation through 
the nerve; b) slow muscular contraction in 
the direct stimulation and rapid contraction 
as the nerve is stimulated; c) the voluntary 
movement is either absent or very weak. 

By the 15th and again on the 29th days 
of evolution the signs of “complete reaction 
of degeneration” were observed. This is 
characterized by: a) low GAI values of the 
muscle which are close to 1.0; b) loss of the 
excitability of the nerve; c) slow muscular 
contraction to the direct stimulation; d) 
loss of complete voluntary movement. 

By the 57th day the same characteristics 
described with respect to the “partial reac- 
tion of degeneration” were observed and 
minimal voluntary movement was in evi- 
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dence. This phase has been referred to as 
“partial reaction of reinervation.”’ 

In about 90 days the characteristics of the 
normal inervated muscle reappeared. In 
summary these are: a) GAI values higher 
than 1.25 in both the direct stimulation of 
the muscle and through the nerve; b) rapid 
muscular contractions to both the direct 
and indirect electrical stimulation; c) nor- 
mal voluntary movement. 

Subgroup A-2. The patients of this sub- 
group had an unsatisfactory course and they 
did not regain voluntary movement of their 
paralyzed muscles (paralysis with complete 
reaction of degeneration not recovered). 
Case P.I. is representative of this group. 
(Fig. 3.) 

By the 3rd day of evolution the values of 
the GAI were normal on both direct and in- 
direct stimulation. The muscular contrac- 
tion was rapid (RC) and voluntary move- 
ment was completely lost (0). On the 9th 
day the signs of “partial reaction of degen- 
eration” were present. The determination 
of the GAI carried out on the 15th, 36th, 
60th, 103rd days and later at the 10th month 
showed values close to 1.0. 

Some speculation is justified regarding the 
results obtained. In both subgroups the GAI 
had normal values in the nerve and muscles 
within the first week of evolution of the pa- 
ralysis. In addition the excitability of the 
nerve and the normal response of the mus- 





FIGURE 2. 


-— 1.504 


1.254 








PRONTALIS 


FIGURE 3. 


Figure 2. C.G. 45 years old. Right 
peripheral facial nerve paralysis 
(Bell’s palsy). Paralysis with com- 
plete reaction of degeneration re- 
covered. Key to abbreviations: + 
= . presence of voluntary movement; 
Gt ee 0 absence of voluntary movement; 

RC rapid muscular response to the 
electrical stimuli; SC slow muscu- 
lar response to the electrical stim- 
uli. 


Figure 3. Case P.I. 58 years old. 
Left peripheral facial nerve paraly- 
sis, due to chronic otitis, had no 
improvement after a course of 10 
Be months. Paralysis with complete 

reaction of degeneration with no 
recovery. 





4 rw) 
Oo te 
3 \ 

o +. 5 
° 





106 


cles to the electrical stimuli were preserved. 
This phase of paralysis is termed “paralysis 
without reaction of degeneration.’”’ The 
nerve excitability disappeared about 9-16 
days after the beginning of the paralysis. 
The GAI in the nerve and muscle showed 
normal values for the former and progres- 
sive diminution for the latter prior to this 
time. This could be explained on the basis 
of higher excitability in the denervated mus- 
cular fibers than the enervated ones to the 
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FIGURE 4. 





























Figure 4. Schematic representation of the re- 
sponse of the muscle and GAIT in the direct and in- 
direct stimulation of the normal nerve and in the 
nerve with partial and complete degeneration. 
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stimulating current, the intensity of which 
ascends slowly. For this reason low GAI 
values in the muscles and normal values in 
the nerve appeared in this phase of the par- 
tial reaction of degeneration. This partial 
degeneration could explain also the fast mus- 
cular contraction obtained as the nerve was 
stimulated and the slow response of the 
muscle as it was stimulated directly. In the 
first instance only the muscular fibers re- 
sponded primarily because of their higher 
excitability to the electrical stimulation than 
the inervated ones. 

Later as the denervation became complete 
(complete wallerian degeneration) there was 
no response as the nerve was stimulated. The 
GAI under these circumstances was low and 
the muscular contraction was slow during 
direct stimulation. Those cases, which 
showed improvement, regained a normal GAI 
after 2-4 months of evolution of the paraly- 
sis. At that time the muscular response was 
slow during the direct stimulation of the 
muscles and fast as the stimulus was applied 
to the nerve. Therefore, this kind of re- 
sponse under such conditions is very similar 
to that observed in partial degeneration and 
is designated as the phase of partial reiner- 
vation. In this situation the muscular fibers 
which have not regained as yet their reiner- 
vation showed low GAI values and slow mus- 
cular response to direct stimulation. Only 
the muscular fibers which obtained their re- 























FIGURE 5 FIGURE 6 
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inervation responded to indirect stimulation 
of the nerve with rapid contraction and nor- 
mal GAI values. Later these patients re- 
gained their voluntary movements, despite 
the fact that some of them continued show- 
ing low GAI and slow muscular contraction 
during direct stimulation. This prevailed 
for about 2-3 weeks in some of the muscles 
which were paralyzed. Taboada,' in 1956, 
obtained identical results in a similar group 
of patients. 

In the patients included in subgroup A-2 
(not recovered) the evolution of the GAI 
was similar to that in subgroup A-1. The 
only exception was that the values always 
remained below normal once the degenera- 
tion became complete and permanent without 
further signs of improvement. There was 
obvious correlation between this observation 
and the poor prognosis for the paralysis. In 
Figure 4 the characteristics of the muscular 
response to the electrical stimulation and 
the GAI under normal conditions and in the 
different phases of the paralysis above de- 
scribed are schematized. 

Group B. The patients of this group 
showed diminution of the GAI of the mus- 
cles without loss of nerve excitability. The 
cases represented by Fig. 5 and 6 show the 
characteristics of this group. 

In patient O.U., 13 years oid, with right 
peripheral facial paralysis, the GAI was 
slightly diminished in the muscles on the 
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19th day but by the 32nd day regained its 
normal value. Its values and the muscular 
response to the electrical stimuli through the 
nerve were normal throughout the course of 
the paralysis. (Fig. 5). 

In a second patient of this group, case 
D.J., 36 years old, with paralysis of the left 
radial nerve, the GAI was slightly dimin- 
ished and the muscular response was slow 
during direct stimulation on the 20th day, 
but by the 38th day regained its normal 
value. At that time a weak voluntary move- 
ment was noticed. By the 65th day the im- 
provement was complete. (Fig. 6.) 

The essential characteristics of the paraly- 
sis in these patients were: a) preservation 
of the nerve excitability during the course 
of the paralysis with normal GAI values on 
stimulation of the nerve; b) diminution of 
the GAI value on direct stimulation of the 
muscles with subsequent return to normal; 
c) slow muscular contraction to direct stim- 
ulation and rapid muscular response to in- 
direct stimulation; d) recovery of function 
within the first two months of evolution of 
the paralysis. 

Group C. In these patients the GAI showed 
normal values both in the muscles and in 
the nerve. The muscular contraction was 
rapid during the electrical stimulation 
throughout the course of the paralysis. 

In case M. del R., 18 years old, with right 
peripheral facial nerve paralysis, the GAI 
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retained its normal value in the stimulation 
of both muscle and nerve and there was 
rapid muscular contraction in response to 
the electrical stimulation during the entire 
course of the paralysis. The prognosis was 
good and the patient regained voluntary 
movement within the first 20 days. (Fig. 7.) 

The other case in this group, R.S., 27 
years old, with right radial nerve paralysis, 
showed normal values and preservation of 
the excitability of the nerve during the en- 
tire course of the paralysis. (Fig. 8.) 

The characteristics of this group were as 
follows:.a) preservation of the normal val- 
ues of the GAI in the nerve and muscular 
stimulation during the entire course of the 
paralysis; b) preservation of the nerve ex- 
citability; c) fast muscular contraction to 
the electrical stimulation both direct and in- 
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direct; d) good prognosis with complete re- 
covery within 20 days. These characterist- 
ics were similar to those observed during the 
first week of evolution of the paralysis in 
the cases of group A, before signs of degen- 
eration were evident electrically. 

Such results in these cases could be ex- 
plained only by postulating a phenomenon 
of inhibition which impedes or blocks the 
passage of the voluntary impulse through 
the nerve. Brock* terms this phenomenon 
‘“neuropaxia.” It could be due to a suspen- 
sion of function in the fibers of the periph- 
eral nerves resulting from such factors as 
compression, cocaine, and cold. 

According to the results obtained in this 
series of cases the evolution of the GAI is 
correlated with the characteristic muscular 
response as the electrical stimulation is ap- 





TABLE II—Comparison of the Characteristics of the Three Groups Described Above. Pa- 
ralyses of the Peripheral Nerves Have Been Classified Into Three Types with Respect to 


the Characteristics of the Paralysis Itself and the Evolution of the GAI: 


1) Paralysis 


Without Reaction of Degeneration, 2) Paralysis with Partial Reaction of Degeneration, 
and 3) Paralysis with Complete Reaction of Degeneration. 


Groups 
tion of Degeneration 

Muscular Accommodation In- Normal 
dex (Direct Stimulation) (>1.25) 

Muscular Accommodation In- Normal 
dex (Indirect Stimulation) 

Muscular Contraction Rapid 
(Direct Stimulation ) 

Muscular Contraction Rapid 
(Indirect Stimulation) 

Nerve Excitability During the Preserved 


Course of the Paralysis 


Prognosis Recovery 100% 


Paralysis Without Reac- Paralysis with Partial Re- 
action of Degeneration 


Paralysis with Complete 
Reaction of Degeneration 


Diminished Low 
(<1.25) (1.0) 
Normal -- 

Slow Slow 
Rapid 0 
Preserved Disappears 


(Temporal or permanent) 


Recovery 100% Recovery (?) 57.3% 


TABLE I1I—Distribution of the Cases Studied and Percentage of Recovery According to 


the Classification Shown in Table I]. 


Nerves Paralysis Without Reaction 
of Degeneration 
2 zs 

Facial 40 

Radial 14 

Peroneal 2 

Sciatic — 

Ulnar — 

Median — 

Brachial Plexus — 

Total 56 


Recovery 100% 


Paralysis with Partial Re- Paralysis with Complete Re- 
action of Degeneration 


action of Degeneration 


46 20 15 

20 8 eA 

4 — 1 3 

: _ — 2 

3 — 4 2 

1 aan 2 aes 

- -- 2 2 

74 35 26 
100% 57.3% 
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plied directly on the muscle or indirectly 
through the nerve. In the normal neuro- 
muscular state the muscular response is 
rapid and the GAI has normal values (over 
1.25) in both direct and indirect stimulation. 
These characteristics have also been ob- 
served during the first four days of paraly- 
sis, before the signs of partial reaction of de- 
generation are apparent, and in the course 
of the paralysis and the rapid muscular re- 
sponse to both direct and indirect stimula- 
tion were signs of a good prognosis. These 
patients recovered within 20 days. In cases 
with partial reaction of degeneration the 
muscular response was slow and the GAI 
values were low (below 1.25) in the direct 
stimulation, but as the nerve was stimulated 
the muscular response was rapid and the 
GAI values were normal. These electrical 
signs indicated a good prognosis. These pa- 
tients recovered within 40 days. In cases 
with complete reaction of degeneration the 
muscular response was slow and the GAI 
was low in the direct stimulation. In this 
state the nerve became inexcitable. Of these 
patients only about 50% showed a good 
prognosis with recovery after 60 days. In 
this group several cases which did not re- 
cover had nerve injury and no surgical treat- 
ment. In any event, the electrical abnormal- 
ities were persistent as long as the condition 
remained stationary. The persistence of 
these abnormal electrical reactions longer 
than 20 days must be considered as an in- 
dication for surgical treatment of the pe- 
ripheral nerve lesion. 
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Figure 9. Average values of the GAI during the 
course of the paralysis determined in the muscle and 
nerve in the three types of evolution described in the 
text. 


DISEASES OF THE NERVOUS SYSTEM 109 


The findings above described suggest some 
particular points in clinical management in 
the following situations: 

1. In cases of perpheral facial nerve pa- 
ralysis (Bell’s palsy) in this series, 20% of 
them showed complete reaction of degenera- 
tion and half of these (10%) regained vol- 
untary movement after a period of 2-4 
months. The other half showed no improve- 
ment after 10 months. Must surgical ex- 
ploration be advised in this latter 10% of 
the cases? When should it be performed? 
These two questions are very difficult to an- 
swer. Two possibilities must be considered: 

a) Early surgical exploration of the nerve 
once the signs of complete reaction of de- 
generation have appeared. However, in view 
of the favorable evolution of 10% of these 
cases and the operative risk involved this 
would appear contraindicated. 

b) Late nerve exploration as the signs of 
reaction of degeneration persist over a pe- 
riod of 2-3 months. The marked muscular 
atrephy that would occur during this period 
which would interfere with complete recov- 
ery suggests, however, that this approach to 
the problem is also unsatisfactory. 


2. In peripheral facial nerve paralysis sec- 
ondary to fracture of the petrous bone, sur- 
gical exploration of the nerve is indicated as 
soon as the signs of complete degeneration 
appear. In this situation the abnormal elec- 
trical response must be considered as a re- 
sult of severe nerve injury. 

3. In peripheral facial nerve paralysis sec- 
ondary to otitis media surgical exploration 
of the nerve is indicated when the signs of 
complete reaction of degeneration appear or 
persist despite the apparent cure of the in- 
fection. 

4. In fracture of the long bones of the ex- 
tremities with involvement of the nerves 
electrical exploration sometimes becomes dif- 
ficult during the first few days because of 
hematoma formation and edema of the sub- 
cutaneous tissue. In those cases in which 
complications are not present or are mini- 
mal, it is possible to obtain a satisfactory 
result whether or not the nerve has been 
seriously injured. For example, in a case 
with fracture of the lower third of the hu- 
merus with associated radial paralysis of 
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less than four days’ duration, the nerve 
should be stimulated proximal to the point 
where a lesion is suspected. If there is no 
muscular response to indirect stimulation, 
this suggests that the nerve has been inter- 
rupted by section or compression in such a 
manner that it has lost its physiological con- 
tinuity. Surgical exploration is indicated 
despite the normal muscular response to di- 
rect stimulation and normal GAI value. If 
the muscle responds to indirect stimulation 
and the GAI is normal on both direct and in- 
direct determination, this means that the 
nerve has not been seriously damaged. It is 
advisable then to wait and follow the evo- 
lution of the GAI and the type of muscular 
response. If later on, about the 16th or 20th 
days, the signs of complete reaction of de- 
generation appear, exploration is indicated. 

5. In a case of paralysis associated with 
fracture having a duration of more than 
three months, if the electrical exploration at 
this time, without prior electrodiagnostic 
study, shows signs of regeneration or reiner- 
vation, physiotherapy is indicated. If the 
electrical study shows signs of degeneration 
surgical exploration must be considered. 

6. If nerve paralysis appears after the 
fracture has been treated this suggests that 
the nerve has been involved by callous for- 
mation or compressed by the plaster cast. In 
this situation one should follow the GAI and 
utilize the same methods suggested in the 
preceding paragraph. 


Summary 
The exploration of neuromuscular function 
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is described using two different types of ex- 
ponential current with which two distinct 
thresholds are determined. The relation be- 
tween them (E./E,) is considered as an In- 
dex of Accommodation of the muscle and 
nerve (Gunther Accommodation Index). 
The modification of the GAI in the course 
of the paralysis permits one to follow its 
evolution and predict its prognosis. 


Acknowledgment: The author wishes to express 
his appreciation to Dr. William S. Fields for his as- 
sistance in the translation of this report. 
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Background Material of Schizophrenic Veterans 


T. E. DANCEY, M.D., and G. J. SARWER-FONER, M.D. 


Introduction 
The purpose of this presentation is to out- 
line a research project which it was felt 
would be of considerable interest, and pos- 
sible import in the field of schizophrenia. 


From the Department of Psychiatry, Queen Mary 
Veterans Hospital, and the Department of Psychi- 
atry, McGill University Faculty of Medicine, Mon- 
treal, Canada. 

Read at the Second International Congress for 
Psychiatry, Zurich, Switzerland, September 6th, 
1957. 


The data being presented here is by no means 
conclusive, being a preliminary report, and 
represents rather the first gleanings of what 
it is hoped will be a large, long-term, and 
intensive study of many aspects of the group 
of schizophrenias. 


In exploring for pension purposes the 
many applications involving schizophrenia 
referred to the Canadian Pensions Commis- 
sion, one of us (T.E.D.) was struck by the 
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repetitive pattern of neurotic and allegedly 
normal] patients with protean variations in 
their symptomatology, who eventually went 
on to develop an illness, finally diagnosed as 
classic schizophrenia. The Department of 
Veterans Affairs district files and Army 
documents contain much data on the over- 
all functioning of patients during service, 
as well as the complete medical documents 
on hospitalizations, and O.P.D. follow-up, ete. 


A study of a specially selected group of 
patients with classic and unquestionable 
schizophrenia by Bleulerian standards, in 
that all the secondary signs and symptoms 
of the illness were present was therefore 
suggested. All had developed schizophrenia 
either directly while in service, and were 
therefore discharged and pensioned, or had 
been discharged with a non-schizophrenic 
diagnosis, i.e., either as apparently normal, 
or with a neurotic diagnosis, but had in the 
post-discharge years developed schizophre- 
nia. These latter cases, of whom 2,400 are 
known to date, were pension applicants to 
the Canadian Pension Commission. Unrecon- 
structed data and case histories exist on all 
of these in our Army and D.V.A. documents. 
This is in contradistinction to the usual 
anamnesis of the schizophrenic patient in 
being pre hoc rather than post hoc. This 
data could, it was felt, offer important clues 
on the pre-schizophrenic functioning and per- 
sonality, as well as partial evidence based 
on original, unreconstructed, and spontane- 
ous observations on the type of circum- 
stances and events that led to the schizo- 
phrenic break-down. 


Perusal of the files made it amply clear 
that adequate data on the family, and de- 
velopmental history was not available. It 
therefore became necessary to study the 
family life of the schizophrenic veterans. 
There are two phases to this and only the 
first phase is included in this report. It con- 
sists of a good psychiatric anamnesis with 
special accent on the family interpersonal 
relations, and familial atmosphere. 


It was hoped to be able to separate all 
seemingly pertinent points into factors, and 
classify these when a large enough series to 
make this feasible was obtained. A check 
sheet for, and way of organizing, such data 
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is a byproduct of this study, and will be pre- 
sented elsewhere.” Data as to cultural and 
social factors, intracultural conflicts and 
stresses, as well as on genetic and morpho- 
logical, i.e., body type, aspects of these pa- 
tients and their families will be collected as 
it becomes available. A limited quantity of 
this type of data is available for presenta- 
tion here. 


Hypotheses: Based on clinical experience, 
the authors had prior to this study believed 
that in male schizophrenic patients: 

1) Profound difficulties in interpersonal 
relations in the family group would be found 
in all schizophrenic patients. 


2) These difficulties, it was felt, would in- 
dicate profound degrees of disturbance in 
the schizophrenic patient from birth onward, 
with either overtly cold, hostile, and reject- 
ing mothers, or subtly overprotective but 
hostile, rejecting mothers; as well as weak, 
passive, or absent fathers. 

3) The authors felt that the schizophrenic 
patient was not encouraged to reach out to 
his environment for gratification of his 
needs, since his life experiences from the 
earliest age with the significant humans of 
his group had taught him that he would be 
largely frustrated. A withdrawal of energy 
from these painful contacts, and an incom- 
plete introjection and mastery of his envi- 
ronment and himself results.* 

4) Both authors felt that much evidence 
in favor of the psychoanalytic hypothesis of 
the continuum of ego defences might be 
forthcoming, since in the evolution of the ill- 
ness one could in many cases clinically see 
the gradual break-down of “normal” and 
“neurotic” defences of a higher order into 
grosser, more imperfect, “lower order” of 
defences,’ and finally into a fragmentation 
of the ego, i.e., a break-down in reality con- 
tact and reality testing. 

2) Based-on war experience and the 
work of such authors as D. G. Wright,’ 
and D. O. Bond,’ it was felt that there should 
be much evidence for the personal specificity 
of traumatic occurrences in the adult life of 
such a patient. These events would have to 
have a personalized traumatic significance 
for that individual. Such events would have 
to strike at vulnerable areas in the personal- 
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ity, which were affectively linked with the 
concept of self, of manhood, or of body im- 
age. These symbol’cally linked occurrences 
would, therefore, be linked with affect-laden 
areas of conflict in psychosexual identifica- 
tion and fixation in psychosexual develop- 
ment. For the events of daily living in adult 
life to be traumat‘zing, it was theorized that 
these occurrences would have to coincide in 
time with crucial life situations, giving them 
the opportunity to strike the vulnerable ter- 
rain of the particular individual. We felt 
that fate often takes a hand, and a heavy 
one at that, in many of these illnesses. 

The above hypotheses were based on ear- 
lier and considerable clinical experience with 
schizophrenia, and it was felt that the data 
would offer a particularly rich source of 
study in terms of the ego defences, the proc- 
ess of breaking down into a schizophrenic 
episode, and of remitting from it. 

Resuméd Findings: The District Files of 
100 male schizophrenic veterans of the Ca- 
nadian Armed Services were studied by the 
psychiatric portion of the team. A smaller 
number of these patients’ family structure, 
and the patient’s developmental history in 
that family have so far been studied. This 
work is continuing. 

The evidence that is listed below consists 
of the trends and tendencies that have so far 
appeared. Further study of a larger series 
is necessary before definitive conclusions 
can be drawn. 

Trends Shown by the Study to Date: (It is 
to be remembered that all of the subjects of 
this study are males). 

1) Adult or adolescent life experiences 
generating ego shattering anxiety’ were al- 
ways linked with experiences which had the 
ability to reawaken deeply-rooted feelings of 
personal inadequacy, worthlessness, and 
therefore produced feelings of perversity as 
well. 

2) These “accidents of everyday life” seem 
to need a timing of individual significance for 
that patient, in order to act as a shattering 
experience. 

-3) These life experiences achieve a trau- 
matic and shattering significance only when 
their meaning to the patient is one shatter- 
ing the patient’s own concepts of self, body 
image, and psychosexual identifications. 
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4) There was always uncertainty and con- 
flict in the patient’s mind about his concept 
of self, of his body image, and of his psy- 
chosexual identifications. These uncertain- 
ties were based on developmental experience 
in his own family. 

5) When his adult compromises with these 
conflicts no longer sufficed, feelings of un- 
certainty, ambivalence, weakness and, as a 
result, perverseness were generated. 

6) It is these latter that seem to generate 
the intolerable anxiety’ leading to a giving 
up of the externalized contacts that provoke 
these feelings. 

7) The traumatic experience in his life 
always seemed to refer back to evidence vis- 
ible in our family study, and in the psycho- 
dynamics of the individual patient to sev- 
eral constant factors: 

(a) An inversion of roles between mother 
and father, in which mother was the 
stronger, more domineering, and capable per- 
son; while father was often a kinder, weaker, 
more permissive, aloof, quiet, or generally 
absent figure. 

(b) A variant of the above, but with the 
same significance for the patient, was a 
kindly, overprotective mother, with much 
subtle and latent hostility towards men, who 
has a symbiotic relationship with a weak 
and infantile father to whom she gave, and 
from whom she received, and who had little 
love or attention, but much ambivalence, re- 
jection, and hostility left for the patient 
concerned. 

8) When the last-mentioned factors were 
combined with either a cold, undemonstra- 
tive, mother with marked inability to give 
or with a mother who had greater capacity 
to give to others, but who specifically re- 
jected, for varying personal affects, the indi- 
vidual concerned from birth onward—an off- 
spring developed with marked conflicts, and 
ambivalence over his own adequacy, accept- 
ability, suitability, or normalcy. From his 
earliest days such a person was not encour- 
aged to reach outward for gratification of 
his instinctual needs, since they were all too 
often frustrated. The crucial differentiating 
feature hypothesized by the authors here is 
the fragmentary and incomplete mastery of 
the world (poor introjection), and of his 
body; the looseness of the affective relations, 
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and the lability and ambivalence of the lat- 
ter. This occurs since this constellation 
leaves no solid basis for contacts with real- 
ity, or for a feeling of personal ability to en- 
able him to stand up to the struggles of later 
life. 

9) In terms of our interest in ego de- 
fences, the constant presence of neurotic de- 
fences, and the use of successive series of 
them to attempt to cope with, and compro- 
mise with the conflicts, is a noteworthy fea- 
ture. The gradual changes in behavior un- 
der the stress of circumstances which chal- 
lenge the defences, by creating conflicts of 
great intensity over ego ideals, over visuali- 
zation of self, over sexuality, over social ade- 
quacy, or over any one of a dozen areas of 
the social representation of a man’s roles in 
life, is easily followed. 


10) A poorer level of defences then su- 
percede the original ones, and the period 
preceding the overt occurrence of the schiz- 
ophrenic’s illness is characterized by normal, 
neurotic, border-line (acting out), psycho- 
somatic, as well as medical and surgical man- 
ifestations of disturbance. 

11) Common adult experiences of specific 
ego shattering significance to the individual 
patients were seen, such as V.D., injury, or a 
wound. Adult life experiences such as threat 
of engagement, marriage, pregnancy, or the 
birth of a child; distress at being in an all- 
male group (with resulting stimulation of 
latent homosexuality) ; years of marital life 
with a domineering fernale, when the male 
concerned had marked doubts about his own 
masculinity to begin with, with the resulting 
development of a gradual feeling of castra- 
tion or loss of masculinity occurs with a slow 
spread to social areas such as work, etc. 

It is to be emphasized that much more 
work will have to be done before the above- 
mentioned trends and tendencies can be af- 
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firmed to be vital. They are mentioned here 
because they are the trends which have ap- 
peared to date. 


Conclusions 


Thus, many interesting areas of pre-schiz- 
ophrenic functioning, of data on the family 
interpersonal relations, as well as on the 
break-down in ego defences, and their resto- 
ration are offered in this study. It is visual- 
ized that the patient begins with a biologi- 
cal, genetic endowment at birth, and that 
life experiences beginning at birth, and based 
on the family interpersonal] relations mold, 
modify, and seem to be of marked import in 
the development, or in avoiding development, 
of a schizophrenic illness. We have elabo- 
rated an holistic theory of schizophrenia. 





T. E. Dancey, M.D. 
Queen Mary Veterans Hospital 
4565 Queen Mary Road, Montreal, Canada 


G. J. Sarwer-Foner, M.D. 
613 Cote St., Antoine 
Westmount, Canada 
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The Isolated Cerebral Seizure 


(Report of Five Cases) 


ROGER MERRITT MORRELL, M.D. 


Introduction 


The isolated cerebral seizure without se- 
quel or previous convulsive history is a dis- 
tinct medical problem. A convulsion is a re- 
sponse to injury and is not diagnostic as to 
cause. The number of diseases, whether ge- 
netic, vascular, inflammatory, traumatic, 
metabolic, or neoplastic, affecting cerebral 
structures are numerous; the incidence of 
epilepsy is two out of 100.’ The convulsion 
is produced by ganglion cell discharge in 
gray matter.* The location of the discharge 
determines the aura or seizure pattern, which 
may be in visual, auditory, olfactory areas, 
psychical or postural as well as the motor 
seizure commonly associated with the term 
“epilepsy.’’** 

Physiological responses to stimulation do 
not correspond necessarily to cyto-architec- 
tonic areas (e.g. Brodmann). Post-rolandic 
sulcus discharges may give purely sensory 
changes progressing up or down the body, 
but constitute a seizure just as much as those 
which produce motor progression from the 
pre-rolandic sulcus. 

Sensory manifestations may occur on the 
side of the cerebral lesion or bilaterally, due 
to activity of primary or secondary sensory 
area.® In a patient whose seizures were on 
the left side of the body, ipsilateral or bilat- 
eral sensory responses were obtained. A 
glioma was found along the superior bank 
(frontoparietal operculum ) .* 

Just anterior to the paracentral gyrus is 
the ‘supplementary motor area.” Stimula- 
tion or seizures here produce head adver- 
sion. The opposite upper extremity is held 
above the head and the eyes seem to look at 
it. The contralateral foot is extended. Stim- 
ulation or a seizure here on the dominant 
side will arrest speech. Speech disorders 
may be ‘he first manifestation of a seizure 
and are of as much localizing significance as 
movement. In seizures emanating from the 
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calcarine fissure, circular colored lights may 
appear in the field of vision contralateral to 
the attack or stimulation. Anterior to this 
along the temporal lobe, such visual phenom- 
ena may arise in both fields, but here they 
are usually rectangular and black and white. 
Here also, one may elicit adversive eye move- 
ments. 

Temporal lobe disorders may be divided 
into those of audition and vertigo, smell and 
taste, and psyche and perception. These all 
have localizing value and may be induced by 
epileptic discharge or stimulation. Of par- 
ticular importance are psychomotor abnor- 
malities, perseveration and loss of recent 
memory. The seizure may release psycho- 
pathic behavior (patients ‘‘controlled” with 
phenurone may have more behavioral ab- 
normalities than before therapy). This may 
also be noted after temporal lobotomies,’ 
and is a question of importance in judging 
potential psychological calamities resulting 
from therapy. 

Cerebral seizures need not produce move- 
ment. The work of Magoun, Penfield, Cairns, 
etc., has shown that centers related to level 
of consciousness lie in the reticular sub- 
stance and intralaminar nuclei of the thala- 
mus along the entire brain stem. Primary 
ganglionic discharge in such structures may 
produce only a transitory loss or interrup- 
tion of consciousness. Such patients cannot 
be labeled petit mal without three per second 
spike and wave on EKG and the “petit mal 
triad,” i.e., absence akinesis, or myoclonic 
pattern. Also, a tumor superficially located 
may spread centrally and produce a transi- 
tory lapse of consciousness (clinical “petit 
mal”) or it may spread over the convexities 
producing generalized clonic movements 
(“grand mal’’). Similarly, the dysrhythmia 
of patients with the three per second spike 
and wave may spread to the surface and give 
generalized seizures. Thus, grand mal and 
petit mal are purely descriptive terms, do 
not add to knowledge of the disease, and are 
used differently by different workers. The 
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term “cerebral seizures” appears to be more 
accurate and less confusing. 


Case Reports 


The following reports describe single seiz- 
ure patients at the Johns Hopkins Hospital. 


Case 1: 31 year old white male. 

Past History. Sterilization age 16; mastoidectomy 
age 8; German measles. Fairly well developed but 
mentally retarded (I.Q. 90—did not talk or walk 
until age 2). Mother’s labor was 40 hours in length; 
high forceps delivery with cranial injuries. Head 
enlarged as a child. Questionable hydrocephalus or 
macrocephaly. 

Present Illness. Three weeks prior to admission 
during a bridge game, the patient leaned forward, 
felt constriction in the throat, inability to swallow, 
heaviness of the tongue, wanted to speak but was 
unable and eventually slumped to the floor without 
convulsive movements. He recovered consciousness 
without urinary or fecal incontinence and had no 
post-ictal symptoms of note. There was no aura. 

Physical Examination. Obese, white male of 
strange, dwarf-like appearance. Head was large, 
square, without exostoses, but there were unusual 
longitudinal ridges 1 to 2 cm. apart on the superior 
aspect of the cranium. Scalp moved freely over 
these ridges. Eyes were prominent. Teeth some- 
what separated above everted lips. The tongue was 
large. The neck was beset by fat pads. Thorax 
barrel-shaped. Neurological examination normal. 

Laboratory Data. EKG showed left axis devia- 
tion. Neurological impression was that this was 
primary macrocephaly with questionable compen- 
sated hydrocephalus. Air studies contraindicated 
because of the possibility of stimulating the choroid 
plexus to overactive production of cerebrospinal 
fluid. Patient was discharged on 32 mgm. sodium 
phenobarbital q.i.d. and Dilantin 90 mgm. once a 
day. 

Case 2: 52 year old white male. 

Present Illness. The patient arrived home from 
work one evening feeling more tired than usual. He 
noted weakness and fatigue on climbing the stairs, 
and had to lie down. He got up, later started to 
disrobe, but felt weak and sat on a chair. Accord- 
ing to his wife, he then slumped to the right. Ina 
few seconds, he stiffened in a tonic seizure followed 
in turn by clonic movements of the upper extremi- 
ties and deep respirations. There were no chewing 
movements or incontinence, and his eyes were rolled 
upward. He remained unconscious on the chair for 
five minutes. On recovering he felt relaxed, fa- 
tigued, and did not realize he had lost consciousness. 
He slept through the night. One month preceding 
the episode, he had noted injection of his right eye, 
with sandpapery sensations, and increased sensitive- 
ness of the forehead above this eye. For 30 years, 
he had noted occasional ‘‘twirling’”’ sensation in this 
eye. No ocular difficulties followed the first seizure. 
Afterward he felt fatigued for two to three days 
and slept more than usual during the day. His wife 
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thought his voice more nasal in quality during re- 
cent weeks. Three days later, the patient and his 
wife were reading, and she noted he had a dull ex- 
pression and partly opened mouth. EEG and visual 
fields at Bethesda Naval Hospital were within nor- 
mal limits. Re-examination of the eyes following 
the seizure revealed the right pupil smaller than 
the left. 

Physical Examination. Right palpebral fissure ap- 
peared narrower than the left. Heart sounds: P2 
slightly louder than A2. Neurological examination 
revealed a slight droop of the right lid (present for 
years); hypoactive gag reflex; reflexes slightly hy- 
poactive, symmetrical throughout. 

Ophthalmological Examination. Myopia with astig- 
matism, presbyopia. 

Neurological. Consultation: “Common problem of 
a single fit in an adult without other evidence of 
neurological disease. Differential includes: (1) fo- 
cal discharging lesion, (A) tumor or other expand- 
ing lesion; (B) scar (etiology unknown); (C) fo- 
cus of late onset. (2) metastatic disturbance: (A) 
hypoglycemia; (B) alcohol or drug. (3) cerebro- 
vascular disease. (4) cerebral atrophy (Alzheimer’s 
disease). If he has a tumor it is in essence operable 
or inoperable now and will be no more or less so 
months from now, when signs may be much 
clearer.” 

Laboratory Data: Total eosinphil count, 176 
per cubic mm. (8% eosinophilia on differential 
count of white blood cells). Otherwise negative. 
EEG. Short bursts of sharp waves and slowing, es- 
pecially in left temporal tip. Definite seizure pattern 
noted on hyper-ventilation. It was felt this might 
represent a deep-seated non-cortical lesion. He was 
started on anti-convulsive medication consisting of 
Dilantin 100 mg. three times a day, phenobarbital 
100 mg. at bedtime. No major or minor convulsive 
episodes occurred during hospitalization. 

Disposition. To continue anti-convulsive therapy 
with re-evaluation at three to six month intervals. 


Case 3: 44 year old white male. 

Chief Complaint. Unsteady gait of 9 months’ du- 
ration and diplopia of 6 weeks duration. 

Family History. Positive for diabetes mellitus, 
heart disease, cerebral vascular accident, and alco- 
holic cirrhosis. 

Past History. Sudden onset of right facial paraly- 
sis, clearing in a few weeks without residual. In 
February 1954, he noted onset of unsteady gait 
progressive until present time. Unsteady gait with 
increase of unsteadiness when dark or attempting 
to change direction. Legs were “stiff.” The patient 
noted impairment of memory and concentration. On 
5-26-54 he had a convulsive seizure without aura, 
awakening the next morning in hospital. Lumbar 
puncture and EEG were normal and he was dis- 
charged. Six weeks prior to admission he noted 
onset of double vision, disappearing when using 
eyes separately. 

Physical Examination. Moods vary between de- 
pression and gay tension. Pupils react sluggishly 
to light and accommodation; slight nystagmus of 
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small amplitude upon extreme lateral deviation; 
diplopia during left conjugate gaze; left palatine 
arch lower than right. 

Neurological Examination. Speech was somewhat 
slurred. Gait was unsteady; walked with broad 
base. Heel to knee test bilaterally impaired. Finger 
to nose performed well. No past-pointing. Romberg 
positive to right. No motor weakness, wasting, 
atrophy or fasciculation. Muscles of lower extrem- 
ities have adequate tone. Achilles and quadriceps 
reflexes bilaterally brisk and hyperactive. Nystag- 
mus: horizontal with a rotary component. No an- 
kle clonus, but positive Babinskis bilaterally. Numb- 
ness in the legs but normal responses to pin and 
tuning fork and position sense tests. Initial impres- 
sion: multiple sclerosis. 

Ophthalmological consultation revealed low grade 
paresis, right inferior rectus and questionable pa- 
resis, right superior rectus, with no acuity change. 


Electroencephalogram normal. 

Lumbar Puncture. Negative CSF Wasserman. 58 
red cells and one white cell in spinal fluid. NPN 30. 
WEC 10650. Differential: 1 juvenile neutrophile, 72 
segmented neutrophiles, 2 eosinophiles, 1 basophile, 
21 lymphocytes, 3 monocytes. After 10 days of iso- 
niazid therapy (75 mgm. t.i.d.) the patient denied 
double vision, and there was no nystagmus. Station 
was nearly normal, but gait was still ataxic. Left 
heel to knee test well performed. Babinskis still pres- 
ent. There was a marked change in mental state 
from profound depression to near euphoria. EKG: 
Left axis deviation. Discharged improved on 50 
mgm. t.i.d. of isoniazid. 


Case 4: 16 year old female. 

Family History. Negative. 

Past History. Health good except for respiratory 
allergy. 

Review of Systems. 
hour, after fainting. 

Present Illness. In spring 1948 she had a “‘faint- 
ing spell’ attributed to overdose of ephedrine and 
benadryl taken for asthma. She has had three subse- 
quent “spells,” (Nov. 1948, Feb. 1949, June 1949). 
The attacks are similar: She is “fatigued,” blacks 
out, recovers promptly within a minute and feels 
well except for “tightness” in the head, lasting an 
hour. She fell once, bumping her head. These attacks 
have occurred roughly three hours after eating. 
When she arises suddenly she frequently feels giddy. 

Physical Examination. Blood pressure, reclining 
96/50, sitting 84/44. One small posterior cervical 
node. 

Neurological. 24-hour starvation produced hunger 
but no fainting. Twenty minutes after 100 gm glu- 
cose orally she felt nervous, and perspired. The 
same reaction followed seven minutes after injec- 
tion of 0.3 mg. of adrenalin. EEG: Basic pattern 
9 per second waves in all leads, with some 7 to 8 
per second frequencies, and no seizure discharges 
or focal signs. Marked buildup on hyperventilation, 
with 3 per second high voltage waves (short 
spikes). Impression was normal EEG in resting 
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state, atypical petit mal discharge produced on hy- 
perventilation. She was placed on Dilantin, 90 mgm. 
three times a day, to be augmented with Tridione 
as necessary. 

Follow-up. On February 14, 1952, white count 
9700, differential showed 5 atypical lymphocytes, 78 
lymphocytes, 11 neutrophiles, 4 juveniles. Heterophil 
agglutinations positive 1/640. Liver Function Tests: 
Cephalin flocculation two plus, thymol 6.2, others 
normal. Anti-epileptic medication had been con- 
tinued up to and including this period with no 
events. 

Follow-up. December 28, 1954. At age 22, EEG 
showed low-voltage slowing at rest, definite sensi- 
tivity to hyperventilation, but no prolonged return. 
Nothing of spike and wave pattern. It was, how- 
ever, outside limits of normal for the age. In view 
of absence of clinical convulsive episodes, at this 
time, medication was tapered. Record repeated one 
month after cessation of medication. 


Case 5. 44 year old white male bar manager. 

Chief Complaint. Single convulsive seizure. 

Family History. Diabetes in mother, who also 
had a non-toxic goiter biopsied but not removed. 
Paternal grandfather had cancer of throat. 

Past History. Negative. 

Review of Systems. Paroxysmal nocturnal dys- 
pnea accompanied by anterior chest pain. 

Present Illness. In past 10 years, had 4 to 5 at- 
tacks of sudden inability to move the left hand. 
This lasted minutes without sequelae. For 114 years 
prior to admission had episodes of numbness of 
right hand and arm and right leg and foot. The 
night prior to admission he collapsed without warn- 
ing and struck his head over the left eye. He was 
found by his wife with limbs rigid and head and 
shoulders moving rhythmically, the left hand drawn 
up in flexion. He came to in 10 minutes, was 
aphasic for a few minutes, and had amnesia for 
the whole event. No history of syncope. 


Physical Examination. ..Left costal margin higher 
and more protruding than right. Some diffuse ab- 
dominal guarding. Impression: neoplasm, involv- 
ing left cerebral cortex, or static condition such as 
a scar, cyst or malformation of vascular structures. 
There was left cardiac ventricular enlargement. 


Laboratory Data: Air injection, left carotid ar- 
teriogram, and lumbar puncture negative. NPN 
31. FBS 80. WBC 5,950. Differential: Segmented 
neutrophiles 60, eosinophiles 30 basophiles 2, lymph- 
ocytes 31, monocytes 4. EKG: Left axis deviation, 
slight. 

Electroencephalogram. Patient received 1.5 gm. 
chloral hydrate before EEG. ‘‘Late record shows pre- 
dominant frequency of 10 per second, clearest in 
occipital poles. There is a very moderate low volt- 
age fast activity in the background in all areas. 
There is a mild but consistent voltage asymmetry 
with lower voltage in the left low central area and 
in the right, interpreted as being normal. No seiz- 
ure discharges on hyperventilation and alterations.” 
Patient was to return for periodic examinations. 


a 
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Discussion 


It is apparent that initial clinical phenom- 
ena are of extreme localizing importance. 
The patient and relatives should be ques- 
tioned in detail concerning these. They 
should be looked for as soon as the aura oc- 


curs since the seizure may cause an amnesia 


for the aura, movement or sensation. The 
progress of the seizure should be minutely 
noted. Afterward an immediate neurological 
examination, including visual fields, cortical 
sensation and speech may reveal a post-ictal 
paresis (Todd’s) which may be of localizing 
value. 

Etiology. A progressive lesion after age 
21, even without headache and papilledema 
is tumor until proven otherwise. Pituitary tu- 
mors strike the uncus early and 25 per cent 
have uncinate fits. Infection must be ruled 
out (e.g. lues), metabolic disturbances 
checked, and histories of birth trauma and 
other injuries* must be investigated thor- 
oughly. Cardiac arrhythmias, old vascular 
lesions and subacute bacterial endocarditis 
must be ruled out. Only after an adequate 
anatomical localization and every attempt 
to determine the pathogenesis have been 
made, may one consider therapy. 


Therapy. Therapy of seizures must be di- 
rected to the cause. In tumor or abscess, 
surgery is usually indicated. When second- 
ary to vascular disease, the primary pathol- 
ogy must be treated. In most seizures non- 
expanding lesions, scar formation, and he- 
reditary factors play dominant roles. In 
these cases, therapy must be directed to the 
seizure pattern and not to removal unless 
medical therapy fails. Treatment is depend- 
ent in all cases on reducing the frequency of 
abnormal ganglionic discharges. Bromides 
and barbiturates are effective and soporific. 


Putnam and Merritt (cited in 9) intro- 
duced the hydantoin derivatives (Dilantin 
and Mesantoin) ; 41% grains daily with mini- 
mum doses of barbiturates give contro] in 
most convulsive problems. Tridione may be 
useful in three-per-second spike and wave 
patterns which do not respond to Dilantin 
and phenobarbital, Drawbacks to the use 
of the hydantoin group are skin reactions 
and cerebellar disturbances. Any skin man- 
ifestation following hydantoin administra- 


tion is an indication for immediate cessation 
of the drug, since fatal exfoliative derma- 
titis may ensue. 

In the dione group, agranulocytosis also 
occurs. Phenurone has been discontinued 
for temporal lobe seizures because of this 
and psychiatric complications. The latter, 
however, are probably due to the effective- 
ness of the therapy. Candidates for surgery 
are patients with focal seizures, firing from a 
single area (EEG), focal signs, and lack of 
medical response.’ Surgery in such patients 
(1-3% of epileptics) gives a 56 per cent 
chance of freedom of seizures. In all seiz- 
ure patients socioeconomic considerations 
are of great importance.*° 

Research Progress. Spontaneous seizures 
are due to neuronal hyperactivity. A basic 
lesion and/or multiple factors may operate 
to produce the discharge.’® Such a lesion 
might be situated in one of the two princi- 
pal “compartments” of neuronal metabolism: 
(1) energy metabolism, concerned with the 
neurone’s vital integrity; (2) activity me- 
tabolism, concerning its functions of conduc- 
tion. 

Energy metabolism is important because 
of the virtually exclusive dependence of ner- 
vous tissue upon carbohydrate and oxygen. 
In contrast to other active tissues (e.g. liver 
or muscle), nervous tissue cannot function 
effectively under anaerobic conditions and 
on energy derived from lipids. During a seiz- 
ure, changes occur which are consistent with 
increased demands for energy but no signifi- 
cant abnormalities between or prior to seiz- 
ures were observed. Elliott has concluded 
that, while convulsive activity imposes an 
excessive demand upon the energy-produc- 
ing mechanisms of brain tissue, there is no 
indication that derangement, of, or interfer- 
ence with the energy-producing potentiali- 
ties is necessarily concerned. Nevertheless, 
it is difficult to conceive of a lesion which 
does not involve energy systems.” 

Acetylcholine may be responsible for 
many, if not all, central neuronal trans- 
mission seizures. Acetylcholine occurs in 
high concentration in nervous tissue together 
with enzyme systems for its production (cho- 
line-acetylase) and for its rapid inactivation 
(acetyl-cholinesterase). It exhibits convul- 
sant properties at minute concentrations, It 
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has been demonstrated (a) that in focal epi- 
leptogenic lesions acetylcholinesterase activ- 
ity is elevated; (b) that detectable amounts 
of free acetylcholine are present in the CSF 
of epileptics (whereas it is rarely found in 
non-epileptics) ; and (c) that anticholineste- 
rase toxicity is often characterized by seiz- 
ures.’* There is a “significant” abnormality 
of acetylcholine metabolism in focal epilepto- 
genic cortex, persisting in vitro under opti- 
mal incubation conditions. In epileptics ex- 
cess free, active acetylcholine may be pro- 
duced instead of the minute increments as- 
sociated with physiological activity. In- 
creased cholinesterase activity locally (pre- 
sumably compensatory), free acetylcholine 
in cerebrospinal fluid, and experimentally in- 
creased free acetylcholine in fluid from the 
cortical surface during seizures support this 
suggestion. The possibility of such an ex- 
cess being concerned with initiation of the 
seizure discharge awaits further study. 

In vivo anesthetics and anticonvulsants 
counteract the failure of epileptogenic tissue 
to bind acetylcholine. The in vitro addition 
of glutamine, asparagine or A.T.P. (but not 
glutamic acid) reverse this defect, appar- 
ently due to alteration of metabolic activity. 
Energy from A.T.P. is necessary to maintain 
intracellular glutamic acid, glutamine, potas- 
sium ions, and probably bound acetylcholine, 
and is required for glutamine synthesis. 

The glutamic acid level is significantly 
lowered in focal epileptogenic cortex.'* This 
metabolic defect can be reversed in vitro by 
addition of asparagine, glutamine, or A.T.P. 
Recent studies indicate that such tissue may 
not be able to maintain a normal potassium 
concentration." 

The biochemical lesion in focal epilepto- 
genic cerebral cortex involves most of the 
important neuronal metabolic systems. Glu- 
tamic acid occupies a peculiarly vital posi- 
tion in this scheme situated as it is at a met- 
abolic cross-roads between intermediary car- 
bohydrate metabolism (through equilibrium 
with alpha-keto-glutarate of the Krebs tri- 
carboxylic acid cycle) and protein metabo- 
lism (via transamination reactions). In ad- 
dition, glutamic acid and glutamine consti- 
tute the major anions of neurones and ap- 
pear to be concerned with the movement of 
potassium ions, which are directly concerned 
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with membrane polarization and impulse con- 
duction.'> Aspartic acid may occupy an anal- 
ogous position in metabolic interconversion. 

Pyridexal phosphate, a coenzyme derived 
from pyridoxine (vitamin B,) catalyzes 
these reactions. Its relationship, and that 
of acetylcholine,’ to the other biochemical © 
systems, is not clear. The relationship of 
carbonic andhydrase"™ and corticosteroids'* 
to seizures is not well understood. 


Summary 


1. The present clinical concepts regarding 
cerebral seizures are briefly outlined. 

2. Five cases of isolated cerebral seizures 
in adults are presented, illustrating schemes 
of diagnosis and management, 


3. Trends of research in cerebral seizures 
are outlined. 
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Pharmacologically Induced Parkinson Like Signs as 


Index of Therapeutic Potential 


WILLIAM N. KARN, JR., M.D., and SIDNEY KASPER, M.A. 


The advent of pharmacological success in 
the treatment of emotional disorders has 
brought with it increasing comment on the 
prevalence and clinical value of extra-py- 
ramidal signs among treated patients. Some 
investigators’ have stressed either the ther- 
apeutic value of the extra-pyramidal signs 
or the alleviation of such signs while others’ 
have distinguished only trends or equivocal 
evidence at best. The inconsistent nature 
of these reports has prompted the controlled 
study reported here. The intent was to study 
the therapeutic outcome of prolonged in- 
duced extra-pyramidal signs as opposed to 
the possible beneficial change in behavior ac- 
companying control or absence of these 
signs. The pharmacological agents under 
study here are Trilafon (perphenazine) and 
Cogentin (benztropine methanesulfonate). 
The former was selected not only because of 
its reputed high therapeutic potency,’ but 
also because of its chief side-effect—Parkin- 
son-like signs. The latter was selected be- 
cause of possible speculation regarding its 
incidental “tranquilizing” effect and its abil- 
ity to control pharmacologically induced ex- 
tra-pyramidal signs. 


From Evansville (Indiana) State Hospital. 


Method 


The group under study constituted an en- 
tire psychiatric hospital ward of chronically 
psychotic women whose median age was 51 
years with a median hospital residency total- 
ing 13 years. After three patients (2 
chronic brain syndromes, 1 suspected men- 
tal deficient) were eliminated from consid- 
eration, the sample comprised 40 subjects 
who were sorted at random into five cate- 
gories. 


Group I—Five patients received Trilafon placebo. 


Group II—Five patients received Cogentin. One 
of these patients expired three weeks later due to 
an ongoing deterioration process. 


Groups III, IV, and V—tThirty patients received 
Trilafon, in rapidly increasing dosages from 32 mg., 
to 48 mg., to 64 mg., to 96 mg., to 128 mg., daily 
so as to reach the maximum level within a 14 day 
period, with the expressed intent of producing extra- 
pyramidal signs in as many cases as possible. How- 
ever, so as to lessen the possibility of ‘hangover 
effect” a preliminary two week period was estab- 
lished during which all medication and somatic ther- 
apies were withheld. Increments in dosage levels 
were effected simultaneously for all patients. All 
patients were evaluated daily for Parkinson-like be- 
havior by the senior author. A total of nine pa- 
tients (30%) developed extra-pyramidal signs, one 
of them, aged 75, being removed from the study 
almost immediately due to medical considerations 
not associated with the induced signs. The group 
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showing Parkinson-like signs was divided alter- 
nately into two groups (III and IV) paired in ac- 
cordance with order of onset of symptomatology. 
One member of each pair received sufficient Cogen- 
tin (in addition to the dosage of Trilafon neces- 
sary to produce extra-pyramidal signs) to control 
the symptoms. The other Parkinson-like patients 
were maintained on the minimally effective dosage 
producing these signs. The remaining 21 patients 
(Group V), with a single exception, were contin- 
uously maintained on the prescribed dosage level. 
The single exception involved a 78 year old who, 
after reaching 128 mg. daily, was rapidly brought 
down to 16 mg. daily and maintained at this level. 
The rapid decrements in dosage were prompted by 
furthered immobilization in a very sedentary woman. 
At no time did she show extra-pyramidal signs. 


To guard against undesirable side-effects a base 
line was established consisting of blood pressure, 
complete blood count and urine examination for 
bilirubin. 


Weekly behavior ratings were performed 
on each patient by the ward nurse with the 
assistance of the junior author. The raters 
were at no time aware of the medication be- 
ing received by any particular patient. Each 
patient was rated along four separate beha- 
vior scales: 1. affect; 2. communication (both 
are sub-scales of the MACC Behavioral Ad- 
justment Scale by Ellsworth) ; 3. perceptual 
distortion; 4. conceptual disorganization 
(both are sub-scales of the Multidimensional 
Rating Scale for Psychiatric Patients by 
Lorr). The following are illustrative sam- 
ples of the kinds of items comprising these 
scales: 


(1) Is he pleasant, never seems to be irritable 
or grouchy? 


(a) Usually very grouchy. 
(b) Most often irritable. 

(c) Sometimes pleasant. 

(d) Most frequently pleasant. 
(e) Always pleasant. 


(2) Does he take part in sensible “back and 
forth” conversation, listening as well as talking to 
you, not just short answers to your questions, but 
a “give and take”’ conversation? 


(a) Never “back and forth’’ conversation. 

(b) Occasional ‘‘back and forth” conversation. 
(c) Fairly often “give and take” conversation. 
(d) Usually good ‘‘back and forth” talk. 

(e) Almost always listens and talks realistically. 


(3) Are the elements of his speech logically con- 
sistent and connected by some idea or relationship, 
or do they tend to be inconsistent and disconnected ? 
Rate what is most representative during the inter- 
view. 
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(a) Coherent and consistent. 

(b) Slightly incoherent and inconsistent. 

(c) Distinctly incoherent and inconsistent. 

(d) Conspicuously scattered, disconnected, or in- 
coherent. 

(4) Does he give evidence of: (a) Knowing who 

he is, 

(b) Recognizing several persons about the hos- 
pital, 

(c) Knowing the names of several persons around 
the hospital? 

(a) Knows all three. 

(b) Knows any two. 

(c) Knows any one. 

(d) Knows none. 


An analysis of the initial ratings for each 
group reveals non-significant differences be- 
tween groups prior to treatment. 

Following the initial pre-experimental rat- 
ings, the period of treatment was begun. Rat- 
ings on each patient were then performed at 
weekly intervals for the following eight 
weeks, providing in all a total of nine weekly 
ratings for each patient. Weekly ratings two 
through five encompass the period of treat- 
ment, The final four ratings cover the four 
week post-experimental period during which 
all medication was again withheld. 


Results 


Weekly comparisons revealed no signifi- 
cant variations from the base line on blood 
pressure, complete blood count and urine ex- 
amination for bilirubin, that is, no hypoten- 
sion, leukopenia or jaundice was observed. 
Skin reactions or visual difficulties were not 
experienced. The only significant undesired 
side-effect was a single episode of spasmodic 
torticollis in one patient on the second day 
of treatment, three hours after she had re- 
ceived her third 16 mg. tablet. The patient 
(active treatment group) was taken off med- 
ication for 24 hours and then allowed to 
catch up without experiencing similar diffi- 
culty; however, this patient later developed 
marked extra-pyramidal signs that were al- 
lowed to go uncontrolled. 


No member of either Group I or Group II 
developed Parkinson-like signs. 
C-scale (Communication ) 


A comparison of pre-experimental and 
post-experimental ratings for all patients in- 
dicates significant differences (Sign Test 
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p 01). Differences of this magnitude in a 
group of 38 subjects would be expected as a 
result of chance fluctuations only once in 100 
times. Closer examination of the data re- 
veals the following: No significant change is 
found within Groups I, II or III. Significant 
change is observed only within Groups IV 
(Sign-Rank Test p=.05) and V (Sign-Rank 
Test p<.0005), both of these groups being 
treated with Trilafon only. The probability 
that the observed significant differences are 
the result of chance alone is then five times 
in 100 and fewer than five times in 10,000 
respectively. The extra-pyramidal signs are 
apparently related to improved communica- 
tion between these patients and the psychia- 
tric staff. Significant changes in communi- 
cation are not observed when extra-pyrami- 
dal effects are controlled with Cogentin. 
While desirable changes in communicative 
success are seemingly related to the presence 
of extra-pyramidal signs, even more dra- 
matic changes occurred within the Trilafon 
treated group resistive to development of the 
signs. 


K-scale (Conceptual Disorganization ) 

Pre-experimental and _ post-experimental 
ratings show lack of significant change 
within any of the groups. Interestingly, how- 
ever, Group V was significantly different one 
week following cessation of treatment (Sign 
Test p=—.02) but the difference fails to per- 
sist beyond this period. The findings are 
perhaps suggestive of improvement in con- 
ceptual organization while treated with Tri- 
lafon, but in no way support the contention 
of significant advantage associated with ex- 
tra-pyramidal signs. 


F-scale (Perceptual Distortion) 

Changes within none of the groups ap- 
proaches significance. Apparently, neither 
Trilafon alone nor Trilafon to the point of 
Parkinson-like signs was sufficient to mean- 
ingfully alter behavior on this dimension. 


A-scale (Affect) 

No significant changes are present between 
the pre-experimental and post-experimental 
ratings for any of the groups. Here again, 
neither Trilafon alone nor Parkinson-like 
signs induced by Trilafon was followed by 
meaningful changes in behavior. 


Discussion 


One of the more enthusiastic reports on 
the therapeutic efficacy of extra-pyramidal 
signs is the finding by Dixon’ that following 
withdrawal of prochlorperazine, ‘‘the pa- 
tients, almost a hundred per cent, went into 
remissions.” Dixon used only 11 cases, of 
varied diagnosis, and apparently was able to 
induce the signs in all. The criteria used 
in selection and the eventual determination 
of remission are not clearly indicated. An 
observation common to both the Dixon study 
and the present investigation was the onset 
and permitted duration of the extra-pyrami- 
dal syndrome. Trilafon, used with a group 
of chronically psychotic women, resulted in 
Parkinson-like signs for 30% of the group 
with onset being 3 to 16 days after the initia- 
tion of treatment and requiring a dosage 
ranging from 48 to 128 mg. daily. Other 
reports on other phenothiazines with dis- 
similar groups cite the incidence as ranging 
from 18% to 88%. Weiss et al.,° have re- 
cently reported an incidence of 38% in using 
Trilafon with chronically psychotic women. 


Brooks’ has found, “that the therapeutic 
effects were not dependent on occurrence of 
extra-pyramidal dysfunction. On the con- 
trary, alleviation of such dysfunction, as soon 
as it occurred sped the progress of recovery.” 
The results of this study may be regarded 
as being at variance with the above finding. 
Group III, those patients who developed ex- 
tra-pyramidal signs and received Cogentin 
as a control for the symptoms, clearly show 
no significant changes on any of the behavior 
scales and in this way were indistinguishable 
from the two placebo groups. 


Summary and Conclusions 


A ward of 38 chronic women patients was 
sorted at random into control and experi- 
mental groups in an attempt to study phar- 
macologically induced Parkinson-like signs 
as a therapeutic index. The five groups of 
patients were treated as follows. Group I 
(N—5) received a Trilafon placebo only; 
Group II (N=4) received Cogentin only; 
Groups III (N=5) and IV (N=5) were 
paired alternately in the order in which they 
developed extra-pyramidal signs, Group III 
receiving Cogentin as a control for the signs; 
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Group V (N=21) received Trilafon in rap- 
idly increasing dosages up to 128 mg. daily 
without consequent Parkinson-like signs. 
The patients’ behavior was scaled on the “af- 
fect” and “communication” scales of the 
MACC Behavioral Adjustment Scale (Ells- 
worth), and the “perceptual distortion” and 
“conceptual disorganization” scales of the 
Multidimensional Scale for Rating Psychia- 
tric Patients (Lorr). 


Each subject was rated weekly, the first 
rating taking place after a two week inter- 
val free from all medication. Treatment was 
then initiated and the subjects were rated 
each week for the ensuing eight week period, 
the first four weeks constituting the treat- 
ment period and the final four weeks com- 
prising the post-experimental period during 
which time all medication was again with- 
held. Pre-experimental and_ post-experi- 
mental ratings were then compared for the 
presence of significant change in behavior. 


Neither Group I, nor Group II developed 
extra-pyramidal signs. Group IV (extra- 
pyramidal signs without control), following 
withdrawal of medication, appears to have 
benefited significantly with respect to com- 
municative success with others, but showed 
a lack of significant change on other beha- 
vior variables. Group III (extra-pyramidal 
signs with Cogentin), like the two placebo 
groups (I and II), showed no significant be- 
havior change on any of the behavior vari- 
ables rated. Group V, those patients receiv- 
ing Trilafon but failing to develop Parkin- 
son-like signs at any dosage, from 32 mg. 
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daily to 128 mg. daiiy, showed an even more 
dramatic and persistent change in communi- 
cative success during the post-experimental 
period and a transient improvement in con- 
ceptual disorganization which dissipated rap- 
idly during the post-experimental period. 

The results clearly indicate some improve- 
ment following prolonged extra-pyramidal 
signs with equal or better effects attained 
by those patients receiving Trilafon but re- 
sistive to the signs. The presence of induced 
Parkinson-like signs may be suggestive of 
potential improvement but certainly is not 
unequivocally advantageous. It may well be 
that dosages short of extra-pyramidal effects 
could have produced equally effective or bet- 
ter outcomes in those patients who did de- 
velop signs. 
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Effects of Iproniazid on Chronic and Regressed 


Schizophrenics 


HANS W. FREYMUTH, M.D., HEINZ WALLER, M.D., PETER BAUMECKER, M.D., and 
HARRY STEIN, PH.D. 


Iproniazid, marketed under the trade name 
of Marsilid by Hoffmann-La Roche, was de- 
veloped several years ago as a chemothera- 
peutic agent for the treatment of tuberculo- 
sis. While more effective than the closely 
related isoniazid (Rimifon), it proved toxic 
when given in required therapeutic doses. 
Among the various side-effects, euphoria was 
observed in a good number of patients. This 
was even noticed when iproniazid was given 
in doses considered too small to be effective 
for the treatment of tuberculosis. Because 
of this euphorizing effect, it is now being 
used as an anti-depressant and stimulant in 
psychiatry. 

Iproniazid is a monoamine oxidase inhibi- 
tor and as such exerts powerful pharmaco- 
logical effects by delaying the inactivation 
of highly potent neurohormones such as ser- 
otonin, epinephrine and norepinephrine, all 
of which are monoamines and normally inac- 
tivated by monoamine oxidase. It is inter- 
esting to note that, while iproniazid leads to 
an increased serotonin level in the brain and 
euphoria, reserpine, widely used in psychi- 
atry as a tranquilizing agent, reduces the 
serotonin level in brain tissue and is known 
to cause depression in many patients. 

While the effect of iproniazid on the 
acutely depressed patient has been studied 
extensively, we were interested in its effect 
on chronic and regressed schizophrenics, For 
our study a group of 36 men and 28 women 
were selected and placed in respective wards. 
The youngest patient was 22, the oldest 61 
years old. The mean age was 44 years; 54 
patients, or 84%, were chronic schizophren- 
ics, 16% had various other diagnoses such 
as mental deficiency with psychosis, manic 
depressive psychosis, and chronic brain syn- 
drome. The duration of illness ranged from 
2 to 37 years, with an average of close to 19 
years. Only 2 patients had been ill for less 
than 5 years. Duration of illness was deter- 
mined by the date of first hospitalization. 





From New Jersey State Hospital, Trenton, N. J. 


The patients were selected according to 
certain common characteristics. All were 
more or less apathetic and/or depressed, 
withdrawn, negativistic, careless and untidy. 
They were grouped into pairs by the follow- 
ing random method: 


The patients of each group were arranged 
in two columns, one having odd, the other 
even last digits of hospital numbers. Each 
column started with the lowest and contin- 
ued to the highest numerical value of the 
last digit. When this method did not divide 
the group evenly, the following digit of the 
hospital number was used for dividing the 
excess group, and so on until finally two col- 
umns containing an equal number of pa- 
tients each were obtained. The correspond- 
ing members of each column were matched 
into pairs and the members of each pair 
compared to each other on a rating sheet as 
to which of the two showed more: 


1) Apathy, withdrawal, listlessness. 

2) Work ability and endurance. 

3) Spontaneous talk and conversation. 

4) Careless, untidy and sloppy habits. 

5) Depression, restlessness and negativism. 

6) Normal appetite, eating spontaneously without 
prompting or spoon feeding. 

7) Poor sleep pattern. 

8) Confusion, disorientation, strange or bizarre 
behavior. 


Rating was done independently by three 
observers. The initial ratings were not ac- 
cessible to the raters following completion 
of the sheets. Finally, a coin was tossed to 
decide which column of each group would re- 
ceive the placebo and which the drug. The 
result was kept secret from the raters. 


The dosage consisted of 50 mgm of either 
iproniazid or placebo orally three times daily 
for all patients throughout the experiment. 
The placebo used consisted of 50 mgm cap- 
sules of sugar and a small amount of ribo- 
flavin which gave it a yellowish appearance 
similar to that of the Marsilid tablets. Medi- 
cation was continued for 8 weeks, at which 
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time the patients were re-rated by the same 
observers and method. 

The above described method was chosen 
because of its relative objectivity and sim- 
plicity. In our patients, a decrease in de- 
pression was found in 6 patients, or approxi- 
mately 20% of those receiving the active 
drug. None of the placebo patients showed 
improvement of depression. The chance 
probability of obtaining this result is less 
than .04. Otherwise the changes in ratings, 
although generally indicating some stimula- 
tive effect upon the iproniazid group, were 
not sufficiently prominent to be statistically 
significant. 

In addition to the rating system described 
above, detailed and careful observations and 
records of clinica] data were collected on the 
group of the 28 female patients. A compari- 
son of the iproniazid treated group with the 
placebo group on the basis of these observa- 
tions showed quite marked and interesting 
changes in the former which the rating sheet, 
by its design and limitations, failed to reflect. 

The following is based on a careful analy- 
sis of reports, progress notes and observa- 
tions of the female group only, but it is our 
impression that an equally detailed and care- 
ful observation of the male group would 
have resulted in similar findings. 

1) While the control patients did not show 
any psychomotor changes, we saw six cases 
of increased psychomotor activity with agi- 
tation in the iproniazid group. This was 
persistent and lasted until the drug was dis- 
continued. One of these patients became 
continuously sexually aggressive. One stat- 
uesque catatonic showed only increased ten- 
sion and one emotional outburst without in- 
creased motor activity. One depressed pa- 
tient showed improved mood and increased 
motor activity without agitation. 

2) Twelve incidents of physical aggression 
involving iproniazid patients were reported 
in writing by the ward personnel during the 
two months treatment period. The actual 
number of these incidents was even greater 
because some of them were reported only 
verbally. No such incidents were observed 
with the control group. 

3) Four patients of the iproniazid group 
said they “felt better,” and two complained 
of feeling irritable. Irritability was observed 
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by us in at least three more patients of this 
group. No patient of the control group made 
similar statements and no signs of increased 
irritability were observed. 

4) Reactivation of psychosis was not ob- 
served in any of the control patients, but 
three of the iproniazid patients became ac- 
tively hallucinated although they had not 
shown signs of hallucination for considerable 
time prior to the experiment. Two of these 
developed short lasting stuporous states un- 
der minor physical stress, represented by in- 
digestion in one case and incision of an in- 
fected finger in the other. 

2) Signs of behavioral improvement were 
seen in two patients on placebo and nine of 
the iproniazid group. They became more 
alert, and were in better contact. In three 
instances, however, this behavioral improve- 
ment was accompanied by a marked degree 
of agitation and weight loss. 

6) Side reactions described in the litera- 
ture, such as jaundice, constipation, neuro- 
logical signs, edema or skin reactions were 
not observed in our series. There were no 
signs indicating marked blood pressure 
changes, such as fainting or dizzy spells, and 
no complaints about blurred vision or tinni- 
tus. We saw a persistent flushing of the 
face in only three cases in the iproniazid 
group. The absence of subjective side ef- 
fects can perhaps be explained with the type 
of the selected patients. They were more or 
less regressed and indifferent individuals who 
had little inclination to complain or com- 
municate. 

7) The follow-up of the patient’s weight 
resulted in interesting findings. While there 
was an average gain of 5.2 pounds of the 14 
female patients receiving the drug over the 8 
weeks period, the individual weight changes 
were quite remarkable. One patient gained 
25, two 16, one 13 and two 11 pounds. On 
the other hand, there were individual losses 
of 13, 10, 6 and 4 pounds. The 14 female 
patients on placebo showed an average gain 
of 3.5 pounds, but individual changes were 
much less pronounced and in only two pa- 
tients amounted to more than 4 pounds. 

According to the literature a weight in- 
crease has to be expected with iproniazid 
medication, Our findings show that this is 
not always so. It might be more consistently 
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true in actively depressed patients where the 
removal of depression leads to the removal 
of a psychogenic anorexia and therefore to 
an increase in weight. In our observation 
all those patients lost weight on iproniazid 
who responded to the drug with more or less 
marked agitation and tension. 


Summary and Conclusion 


Iproniazid was given for 8 weeks in doses 
of 150 mgm daily to 32 chronically ill, with- 
drawn, apathetic and depressed mental pa- 
tients of both sexes, mostly schizophrenics. 
An equal number of controls received a 
placebo. Strict randomization and double 
blind procedures were followed. Results ob- 
tained by a rating sheet showed that 20% 
of the 32 patients treated had shown im- 
provement as to apathy and/or depression. 
Additional information was obtained from 
close clinical observation of the group of 
14 female patients and their controls in- 
cluded in this study. These results can be 
summarized as follows: 


1) The drug improved alertness, contact, 
and spontaneity in more than 50% of pa- 
tients, and at the same time caused undue 
agitation in a considerable number, render- 
ing them more aggressive, tense and irri- 
table, and increasing their psychomotor ac- 
tivity. 

2) Marked individual weight changes 
were noticed ranging from a gain of 25 
pounds to a loss of 13 pounds. Weight loss 
occurred in those who displayed tension and 
agitation under the influence of the drug. 


3) Reactivation of psychotic patterns was 
observed in a small but significant number 
of patients. No side reactions in the somatic 
area were observed. 

Iproniazid in doses of 150 mgm daily has 


a marked effect on a considerable number of 
chronically ill mental patients. The nature 
of this effect is complex, but therapeutically 
promising and requires further investigation. 
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Use of Hydroxyzine in Psychosis 


WILLIAM S. SCHRAM, M.D. 


This paper is a report of the clinical reac- 
tion of hydroxyzine (Atarax) in a group of 
17 chronic male psychotic patients. These 
patients were studied from two points of 
view, the clin:cal behavioral effect and the 
laboratory effect. 

Atarax as a chemical compound is desig- 
nated generically as hydroxyzine and chem- 
ically as’ 1-(p-chlorbenz hydril) -4-{ 2-2 (hy- 
droxyethoxy) ethyl| diethylenediamine. Be- 
cause this compound is readily soluble in 
water, it is rapidly absorbed in the gastro- 
intestinal tract and reacts quickly. 


Method: 

This study of 17 chronic psychotic pa- 
tients was started in November 1956 and 
continued for a six month period. All the 
patients were privileged and resided on an 
open ward in a psychiatric hospital. For 
one reason or another they did not seem to 
show any progress on the treatment they 
had been receiving over a period of years, 
but remained on an open ward because they 
were capable of handling themselves while 
in the hospital environment. Since there was 
little known about hydroxyzine it was de- 
cided to study laboratory effects on the pa- 
tients. With this in mind, liver function 
tests, urine analysis and blood counts were 
taken at the beginning of the study prior to 
administering hydroxyzine and at various 
times during and at the termination of the 
study. The 17 patients selected had had 
other tranquilizing medication and other 
types of treatment previously. The group 
consisted of three catatonic, four paranoid, 
three hebephrenic, three undifferentiated and 
two simple types of schizophrenics, and two 
manic depressive psychotics, manic types. 
The length of stay in the hospital ranged 
from two to 12 years and their ages ranged 
from 27 to 50 years. 

In order to study the clinical behavioral 
effect of the medication, the writer, who 
knew the patients for at least two years, de- 
cided to evaluate each patient on the basis 
of ten behavioral trait groupings. Each pa- 
tient was evaluated prior to medication and 
during the period of six months. Changes 


were noted from day to day and then the 
patients were re-evaluated at the end of six 
months. 

Four basic symbols were used to indicate 
the presence or absence of the behavioral 
trait grouping as is shown in Chart I. C 
designates constant presence of the beha- 
vioral trait; F indicates frequent presence of 
the trait; O was occasional presence and N 
that the trait was absent. There were some 
traits that were not clearly in evidence and 
therefore a single symbol could not be used. 
Here a double symbol was used such as F-C. 


Results: 

The evaluation indicates that in some cat- 
egories there was more improvement shown 
than in others. The largest number of char- 
acteristic behavioral traits for the 17 cases 
was in the behavioral trait grouping which 
was overwhelming fear and anxiety or ten- 
sion. Here there were 14 patients of the 17 
that had clinical evidence of these traits. 
Two had them constantly, one from frequ- 
ently to constantly, seven frequently and 
four occasionally. After receiving hydroxy- 
zine for six months there was an outsanding 
improvement noted on evaluating this group- 
ing. There were seven patients who had 
these symptoms occasionally, three fre- 
quently, one frequent to constant and three 
became free of these symptoms. 

The next most frequent symptomatology 
was found in the symptom group which con- 
sisted of bizarre behavior, autistic or delu- 
sional thinking. Here 13 patients showed 
symptoms, Eight were frequent and five oc- 
casionally. Here evaluation showed five oc- 
casional, two frequent, one frequent to oc- 
casional and five lost the symptoms alto- 
gether. In this category we also see an out- 
standing improvement. 

One other category which was noteworthy 
in the improvement shown was in the area 
of confusion and disorientation. Here eleven 
patients had these traits. Seven were oc- 
casional, three frequent and one constantly. 
On evaluation it was found that two had 
the symptoms constantly, three occasionally 
and six had lost these symptoms completely. 
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There were eleven patients who had in- 
capacitating compulsions or obsessions. Six 
were frequent, three constant and two occa- 
sional. On evaluation three were frequent, 
five were occasional, two were occasional to 
non-existent and one had lost this symptom- 
atology. Here also the improvement was im- 
pressive. 

Nine patients had perceptual disturbances 
and hallucinations. Two had them fre- 
quently. The result here was also quite im- 
pressive when evaluation was completed. 
Three patients had the symptoms occasion- 
ally, one frequently and five had lost these 
symptoms. 

There were six patients with severe de- 
pressions or guilt symptoms, which were a 
characteristic of the majority of these pa- 
tients; three of them occasionally, and 
three frequently. This changed to one fre- 
quently, one frequently to occasionally and 
four lost these symptoms. 

Six patients showed catatonic behavior. 
One frequently, one constantly, and four oc- 
casionally. This changed to one patient re- 
maining constantly catatonic, one occasional 
to non-existent and in four patients this 
symptomatology had disappeared. 

Five patients had the symptoms of as- 
saultiveness occasionally. All these patients 
lost their assaultiveness. 

Four patients provoked assaults from oth- 
ers. Two of them frequently and two occa- 
sionally. Here it was found that three did 
this occasionally and one lost this behavior 
trait when they were evaluated. 

In the last category, overt sexual devia- 
tions, there were two patients who showed 
these symptoms frequently. Evaluation found 
that one changed to having the trait occa- 
sionally and one patient lost this trait. 

This evaluation shows that hydroxyzine 
has produced improvement in the behavioral 
traits evaluated. In some categories this im- 
provement was impressive. 

The dosage of hydroxyzine used was from 
59 mg. three times a day to 100 mg. three 
times a day with the average and optimum 
dosage being 75 mg. three times a day. 

Liver function tests were performed prior 
to taking hydroxyzine and six months after 
taking the medicament for this period. The 
tests chosen were serum bilirubin, cephalin 


flocculation and thymol turbidity and after 
six months’ use of hydroxyzine there were 
no changes in the liver functions. 


Complete blood counts were made before 
and after the use of hydroxyzine. After six 
months’ use of this medication there were 
no blood dyscrasias. Some patients were 
taken off the medication because improve- 
ment was not maintained over a long enough 
period and a new medicament was instituted. 


Case Histories 


Case 1: Hydroxyzine increased slowly to 50 mg. 
TID. Prior to hydroxyzine he was tremulous, excep- 
tionally compulsive, had overwhelming fear, depres- 
sion, delusional thinking, rigidity in purpose and de- 
sires. After hydroxyzine therapy patient seemed 
more alert, less fearful, tremulousness decreased, 
listened to reason and had a lessening of his rigid- 
ity and compulsiveness. However, the immediate 
change did not last and the over-all picture showed 
slight improvement. 


Case 2: A schizophrenic paranoid type. Prior to 
hydroxyzine patient showed psychomotor retarda- 
tion, was withdrawn, underproductive, rigid facial 
expression, occasional somatic complaints which 
were increasing with his delusional thinking and 
bizarre behavior and autistic ruminations. He was 
placed on hydroxyzine therapy 50 mg. TID. He im- 
proved to some extent in his behavior. He showed 
more interest in his environment and became a lit- 
tle more productive. Somatic complaints decreased. 
However, because it was felt that the improvement 
was not sufficient in this case, the drug was discon- 
tinued after seven months. 


Case 3: Prior to hydroxyzine patient was very in- 
secure, showed poor judgment, was fearful and 
tense. After hydroxyzine, gradually increased to 
100 mg. TID, he seemed to show better judgment, 
is brighter, less fearful and rarely showed tension. 
However, patient showed much aggressiveness. He 
became involved in an altercation and was trans- 
ferred out of the ward. 


Case 4: Hydroxyzine medication gradually in- 
creased to 50 mg. TID. Prior to hydroxyzine pa- 
tient was slovenly. He had many somatic com- 
plaints, always felt sleepy. His affect was inap- 
propriate. He was deteriorating and withdrawing. 
After hydroxyzine patient became brighter, showed 
ambition, appeared much neater, affect was more 
appropriate. His interpersonal relationships were 
better. Patient was placed on trial visit and after 
six months was discharged from the hospital. 


Case 5: Hydroxyzine gradually increased to 75 
mg. TID. This case improved with hydroxyzine in 
that his affect was more appropriate and he seemed 
brighter and became more independent. However, 
because his improvement was not maintained, med- 
ication was discontinued. 
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Case 6: Hydroxyzine gradually increased to 100 
mg. TID. This patient had exhibited himself and 
masturbated in public frequently. He was tremulous, 
fearful, manneristic and dependent. After hydroxy- 
zine he became more independent. His tremors de- 
creased and he became much less manneristic. He 
stopped exhibiting himself and masturbating. In 
this case it was decided to try another tranquilizer 
to see if the patient could become more interested 
in leaving the hospital. Within a few days his old 
symptoms reappeared and within a week he was 
regressed. Hydroxyzine was reinstituted and the 
other medication discontinued and within two days 
improvement was clearly noticed. Patient main- 
tains his improvement and seems satisfied with the 
hospital environment. 


Case 7: Hydroxyzine was gradually increased to 
100 mg. TID. Prior to hydroxyzine patient was very 
aggressive and had homocidal tendencies. He hal- 
lucinated, was delusional, was passively cooperative 
and rather inappropriate. He was asocial and spoke 
very little. His psychomotor activity was retarded 
and he showed no interest in his surroundings. Af- 
ter hydroxyzine started patient began to brighten 
up, eyes appeared brighter, smiled appropriately, 
conversation became relevant and he showed good 
spontaneity. He became neat in appearance and 
attended and participated in all social functions. 
For a time, after a high dose of medicine, patient 
complained of pain that would last from five to ten 
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and did not return again even though medication 
was increased. Patient left hospital on trial visit. 


Case 8: This case showed little change on hy- 
droxyzine although he did become somewhat bright- 
er but because of his underlying personality struc- 
ture, medication was discontinued. 

Case 9: This patient had hydroxyzine up to 100 
mg. TID and although medication reduced the 
amount of fear and anxiety and the patient seemed 
brighter, it was felt that his improvement was not 
maintained well enough and therefore this medica- 
tion was discontinued. 

Case 10: Hydroxyzine was gradually increased to 
100 mg. TID. Before hydroxyzine this patient was 
frequently abusive. He felt he was being discrimi- 
nated against and was grandiose in trying to bribe 
personnel to allow him to leave the hospital. After 
hydroxyzine he was much brighter, more cheerful. 
Outbursts of anger and verbal abusiveness became 
infrequent. He was more cooperative and friendly 
and has been permitted to leave the hospital on 
passes in his own custody. 

Case 11: In this case hydroxyzine did not seem 
to have too much effect although patient was easier 
to handle. Medication was discontinued. 

Case 12: Hydroxyzine gradually increased to 100 
mg. TID and then reduced to 75 mg. TID. Although 
hydroxyzine seemed to cause a change in this pa- 
tient’s attitude, in that he brightened up, became 
more friendly, socialized more and showed more 
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to be maintained after several months and the med- 
ication was discontinued. 


Case 13: In this case hydroxyzine did not seem 
to have any great effect and therefore medication 
was discontinued after six months. 


Case 14: There is very little change in this pa- 
tient’s condition with hydroxyzine therefore the 
medication was discontinued after six months. 


Case 15: Hydroxyzine was gradually increased to 
100 mg. TID. Prior to use of the drug this patient 
was noisy, was an agitator, cursed and swore and 
was always getting into some difficulty. After hy- 
droxyzine patient showed improvement, he became 
friendly, pleasant and much easier to handle, works 
around the building and does not annoy the other 
patients any more. 

Case 16: Hydroxyzine was gradually increased to 
100 mg. TID and patient showed improvement for 
awhile but when somatic conditions returned, medi- 
cation was discontinued. 


Case 17: At first hydroxyzine seemed to improve 
this patient but because progress was not main- 
tained the medication was discontinued after a six 
months’ trial. 


Discussion: 


The effect hydroxyzine had on this group 
of chronic psychotic patients was encourag- 
ing. There were no symptoms referable to 
abnormal changes in the liver function tests 
after six months of the medication. There 
were no blood dyscrasias noted and there 
was very little change in the blood counts. 
As far as liver function and blood counts are 
concerned hydroxyzine is shown to be a safe 
medication. One patient complained of pain 
in chest on 100 mg. dose TID, but on lower- 
ing dosage this disappeared and did not ap- 
pear again after increasing the dosage. 


One patient had a return of symptoms 
within a week after the medication was dis- 
continued but on prescribing hydroxyzine 
again the symptoms disappeared. For the 
period of six months there were no other ab- 
normal side effects. From the clinical be- 
havioral effect this medication has shown 
good results especially in the specific beha- 
vioral symptoms. Improvement of symptom 
complexes, including overwhelming fear, 
anxiety or tension demonstrates that hy- 
droxyzine is a good choice for use in this 
area. It has shown good results in bizarre, 
autistic or delusional thinking. The results 
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in all the other behavioral traits seemed im- 
pressive. In specific type of psychosis, im- 
provement was not impressive because of the 
complexities of the symptomatology; as de- 
scribed above, certain behavioral traits re- 
acted favorably to the hydroxyzine. In those 
cases where the medication was discontin- 
ued there seems to be grounds for further in- 
vestigation to determine why the initial im- 
provement was not maintained. 

The over-all picture was encouraging be- 
cause of the improvement in some of the be- 
havioral traits in several of the cases. Med- 
ication was discontinued in some cases be- 
cause of other severe personality defects and 
severe symptomatology. 


Summary: 


In summary, hydroxyzine was used in 17 
cases which were studied closely over a pe- 
riod of six months. Generally, all patients 
became more interested in their surround- 
ings and became more alert. The drug is 
considered safe since no side effects, blood 
dyscrasias or dysfunction of the liver were 
encountered. Certain symptom complexes 
were rated and described in the paper. Hy- 
droxyzine was exceptionally beneficial in al- 
leviating the symptom complexes consisting 
of overwhelming fear, anxiety or tension and 
the symptoms of bizarre, autistic or delu- 
sional thinking. 

In this study, one patient was discharged, 
one was placed on trial visit and three pa- 
tients showed continued improvement. One 
of the improved patients had his medication 
discontinued and within one week had a re- 
turn of symptoms. When hydroxyzine was 
re-prescribed, the symptoms disappeared. 

Hydroxyzine has been shown to have a 
definite place in the treatment of psychotic 
patients since all these patients had been 
tried on other tranquilizers and other forms 
of treatment. 


The improvement noted and the results re- 
ported have continued to date. 
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Steroid Therapy Adjuvant to Psychotherapy of Childhood 
Ulcerative Colitis 


GRACE K. JAMESON, M.D. 


Although ulcerative colitis ordinarily be- 
gins in adult life,’ it is by no means unusual 
in children.** Between 10 and 11 per cent of 
all reported cases have their onset before 
the age of fifteen, with the commonest age 
in childhood being 8.5 years. Such leading 
gastroenterologists as Bockus* and Bargen’ 
feel that any type of treatment is less effec- 
tive with children than with adults, and 
many express doubt that psychotherapy has 
any particular effect on the course of the 
disease. The literature is full of conflicting 
reports indicating that sulfa drugs, steroids, 
and psychotherapy are each the preferred 
treatment of a substantial group of equally 
distinguished internists. 

The effectiveness of psychotherapy would 
certainly be difficult to assess in any small 
group of patients, since the natural course 
of the illness is so variable.*:* The majority 
of child and adult patients have chronic in- 
termittent colitis, averaging one serious at- 
tack every other year, alternating with com- 
plete remissions which may last for several 
years. Of 134 children studied in Sweden,"' 
108 or 78.8 per cent had chronic intermit- 
tent colitis for ten years of follow-up. Of 
the remainder, 1.5 per cent died of fulminat- 
ing disease within one year, 12.4 per cent 
had chronic continuous colitis, and 7 per cent 
had a single attack followed by a minimum 
of six years freedom from illness at the time 
of the report. 

Thus, it ‘s apparent that any therapeutic 
approach may give rise to false optimism, 
for the child may be one of the few who 
never has a second attack, or one of the vast 
majority who have long remissions between 
attacks. With this sobering fact in mind, 
the present discussion will focus on a cor>- 
b:ned medical-psychotherapeutic apprcach, 
in which steroids induce remission cf active 
colitis and help maintain it while psycho- 
therapy is in progress. 





Presented at the thirty-third annual convention of 
the Central Neuropsychiatric Association, Dallas, 
Texas, October 18-19, 1957. 


In the cases to be discussed, the referring 
pediatric:ans intended quite simply to use 
every conservative tool at their command, 
with no thought of facilitating psychother- 
apy by the administration of steroids. They 
were acting on the basis of a large body of 
literature published s:nce 1950, which indi- 
cates that ACTH, Cortisone, and related 
compounds induce rap‘d clinical remiss‘on in 
about 75 per cent of colitis cases.'*'**’ Most 
of these papers have a sentence tucked in 
near the end recommending that psychother- 
apy should accompany steroid therapy, but 
very little has been published from the psy- 
chotherapist’s point of view. Paulley’t has 
mentioned using ACTH as an adjuvant to 
psychotherapy in two cases of a 43 patient 
series, the remainder of whom received psy- 
chotherapy alone; and Saver’ et al., have 
described the psychotherapeutic use of 
ACTH in one adult patient who was taught 
to give herself the hormone at stressful 
times. Theodore Lidz, in discussing this 
case, commented that the introduction of 
stero:ds has made the psychotherapy of ul- 
cerative colitis much easier. This pont is 
stressed in the following brief case reports. 

Three children suffering from ulcerative 
colitis were admitted to the pediatric serv- 
ice of the John Sealy Hospital during 1956. 
One set of parents refused to allow psychia- 
tric consultation. The other two children 
and their parents ccoperated in daily inten- 
s:ve work during hospitalization, and have 
been seen intermittently at intervals of two 
weeks to three months ever since. Both fam- 
ilies live several hundred miles from Galves- 
ton, in small communities where no psychia- 
tr’st is available. 

It will be noted that both children have 
the usually reported conforming, passive, ob- 
sess:ve, outwardly well-adjusted character 
structure common to most such patients. The 
parents, too, have the type of psychopathol- 
ogy and relationship with each other so 
well described by Engel,’ Mohr,** and oth- 
ers**?''° This is mentioned simply to point 
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up that these two families are typical of 
most cases of childhood ulcerative colitis, in 
family structure, precipitating situation, and 
age of onset. 


Case No. 1 is Virginia M., aged 9 years 9 months 
on admission in August 1956. She had had diar- 
rhea continuously since May 1955, when her par- 
ents and others in the community had all suffered 
an attack of “intestinal flu.’’ Although afebrile, she 
had continuous diarrhea for 15 months. She had 
to carry a potty in the family car to avoid accidents, 
and stopped riding her bicycle for the same reason. 
Never a hearty eater, she had severe anorexia, and 
was markedly underweight and pale. The parents 
knew of no special stress, and felt that she had al- 
ways been a satisfactory child. 


Virginia is an only child, her mother having had 
two miscarriages previously. Mrs. M. is Rh nega- 
tive, and became sensitized during the first two 
pregnancies. Because of this, Virginia’s birth was 
one month early after an induced labor. Although 
she did not have erythroblastosis, the parents were 
advised not to have any more children. She devel- 
oped rapidly and normally, being an excellent stu- 
dent, very obedient, and ‘“‘good.’’ Except for failure 
to eat all of the balanced diet her mother felt she 
must have, there had been no known problems. Both 
parents emphasized proudly that they had a very 
calm home, that none of them ever raised a voice 
in anger or even irritation, and that no strong emo- 
tions were expressed at all. The father works for 
an oil company at a rather routine job; he had be- 
gun attending college at night during the year be- 
fore Virginia became ill, because finances had pre- 
vented his doing so earlier. Furthermore, his wife 
was at the same time working on her master’s de- 
g.ce in ccucav.on at night and on Saturdays. He is 
naturally a fairly .nthusiastic person, but had re- 
frained from be:ng demonstrative with Virginia 
partly because his wife did not approve and partly 
out of a personal conviction that his mother had 
“spoiled” one of his siblings and thereby caused him 
to become alcoholic. He felt his wife knew much 
more about raising children than he did because 
she is a school teacher and has college degrees, but 
occasionally he would take Virginia to the movies 
or on trips where he was more lenient with her than 
in his wife’s presence. 

Mrs. M. had had a very unhappy childhood, her 
mother having died in childbirth when she was 
about three. She spoke only German at that time, 
and was suddenly transplanted from her father’s 
farm to her grandparents’ home in town where she 
had to learn English. When she was five her father 
remarried and she looked forward happily to living 
again on the farm with a mother. To her dismay, 
the stepmother turned out to be an inconsistent, hu- 
morless individual who permitted an activity one 
day and punished severcly for the same thing the 
next. Her father demanded and received scholastic 
excellence from all his children. She recalled his 
scolding hcr once because she had only the third 
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highest grade average in school, whereupon she 
managed to pull up to number one. She carly 
learned to keep her feelings to herself and to con- 
centrate on good pergormance as the only path to 
peace. She has been a school teacher ever since her 
college graduation except for the first six years of 
Virginia’s life. When questioned about her reaction 
to the advice that she have no more children, she 
replied that it was the only occasion in her adult 
life when she could remember having wept, and 
had hastily dried these tears as being a sign of 
weakness. 


Virginia’s first four hospital days were occupied 
With sigmoidoscopy, barium enema, duodenal intu- 
bation, and other uncomfortable diagnostic proce- 
dures. The child lay wanly in bed, counting her 
bowel movements and describing them in detail to 
the nurses. She did not talk to the other children, 
but lay quietly listening while her mother read to 
her. She cooperated with everything that was pro- 
posed in a rational, super-adult uncomplaining man- 
ner. Psychological testing revealed that she was 
functioning with an I1.Q. of 133 and was highly 
critical of her own intellectual performance. Projec- 
tive tests indicated that she regarded intelligence 
and self-control as the key to dominance; she felt 
her mother was the most intelligent and therefore 
dominant member of the family. She seemed over- 
concerned with controlling aggression and had some 
understandable anatomical preoccupation. 


Meticorten was begun on the fifth hospital day. 
Within three days the stools decreased in frequency 
and improved in form, the anorexia disappeared, 
and she felt well enough to get out of bed. Within 
a week she was able to eat a regular diet and con- 
sumed it voraciously. Psychotherapy, begun at the 
same time as the steroid therapy, was at first en- 
tirely verbal despite the fact that it took place in 
a play room. Not for five months did she actually 
play in the therapy sessions. During the first few 
days of hospitalization she talked sweetly and obe- 
diently, indicating that everything at home was 
ideal. As the diarrhea subsided, she abruptly poured 
out a deluge of phobic and hostile material about 
her mother, her piano teacher, and school teachers 
she knew who were mean to dumb or handicapped 
children. To a lesser degree she objected to hos- 
pital rules and food, my being late for appointments, 
etc. She was especially disturbed by a long-stand- 
ing fantasy that if she were bad, her mother might 
chain her to the wall and whip her; she had never 
been spanked or threatened with it since she had 
never misbehaved. After cbtaining my promise not 
to tell her mother of this fear, she left the play- 
room at the end of the hour and told her mother 
herself. Mrs. M. was horrified to find out how Vir- 
ginia felt, and wept freely as she talked with me 
later that day, realizing for the first time what an 
impossible example of controlled perfection she had 
been setting the child. Each day brought new ma- 
terial indicating Virginia’s fear of failing at any- 
thing, fear of displeasing any adult, and fear of 
growing up and having to get two degrecs. It is 
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difficult to convey with what minimal anxiety she 
was able to relate these things. The mother began 
to work through a delayed grief reaction over her 
own mother’s death, and the father delightedly de- 
cided he should have trusted his spontaneous feel- 
ings all along instead of following his wife’s over- 
intellectual lead. They left Galveston after four 
weeks, with Virginia in remission, taking 20 mg. of 
Meticorten daily. 


All went well for several months, despite the 
mother’s initial surprise at Virginia’s new found 
ability to lose her temper and even greater sur- 
prise that the child could eat so much popcorn and 
candy without getting sick. The Meticorten dosage 
was gradually reduced during the fall and winter, 
until the first of May, when she abruptly developed 
severe colitis again. The precipitating situation 
was due to her superior performance in a piano re- 
cital with other grade school pupils. Her teacher 
then directed her to prepare five new pieces within 
two weeks and play in a recital for advanced high 
school pupils. After one week of effort, she had to 
be hospitalized in her home town, having up to forty 
stools daily. Virginia later told me that she had 
forgotten that she could complain to her parents 
about the teacher’s demands, or refuse to appear. 
To quote her, “It’s just this year I could tell them 
I was afraid of anything or didn’t want to do some- 
thing, and I forgot I could. I thought I was trapped 
and I really wasn’t. I won’t forget again.” 


Retesting by the psychology department in June, 
1957 indicates that she now has a functioning I.Q. 
of 153, is more spontaneous and less self critical, 
and is effecting a far more favorable and affection- 
ate attachment with her mother. She still is a very 
proper little girl, and hostility poses something of 
a problem for her, but she ordinarily expresses her- 
self freely in all areas at the present time. She 
summed up her own appreciation of her changed 
situation in discussing her piano teacher: “I think 
I used to practice so hard just so I’d play well and 
everybody would say ‘Oh, how good that teacher 
is! Now I’m just going to play the piano for me, 
and if she doesn’t like it, I'll change teachers.” 

Case No. 2, Martha D., is a slightly younger 
child, eight years old at the time of admission in 
July 1956. She is the third of three daughters, her 
father being principal of the town’s only elemen- 
tary school, and her mother a teacher in the same 
school. She had her first attack of diarrhea in De- 
cember 1954, at a time when she was supposed to 
appear in a school play. The onset was during the 
dress rehearsal, and so sudden that she soiled her 
clothing. It continued unabated until April 1955 
when the parents withdrew her from school. They 
rehired a motherly housekeeper who had looked 
after Martha during her pre-school years, where- 
upon she promptly recovered. She remained well 


until December of 1955, when she was again in- 
volved in a program requiring costume fittings, re- 
hearsals, and the necessity of performing before the 
whole school; the second attack began exactly as 
the first. 


Various local doctors were consulted to 
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no avail, and in June 1956 she was referred to a 
pediatrician in a nearby city. He made the diagno- 
sis of ulcerative colitis, started the child on meti- 
corten, and advised the parents to bring her to 
Galveston for joint psychiatric-pediatric attention. 
Physically, she was well into a remission of her 
colitis on arrival, but was an extremely proper, 
over-sweet, dependent little girl. Psychometrics in- 
dicated she had an I.Q. of 114 and was a passive, 
compliant, obsessive child with a tremendous fear 
of growing up. This is not hard to understand in 
view of the fact that her mother is a driving, rigid 
individual who works continually at school and 
home, never seems to enjoy anything, and always 
worries. The mother attributed Martha’s diarrhea 
to the fact that several people on the father’s side 
of the family had intestinal disorders, and was puz- 
zled at the notion that emotional factors might play 
a part in producing the illness. She readily agreed 
that she herself was chronically tense, depressed, 
and tired. Her own father had had multiple scle- 
rosis throughout her childhood, and her mother had 
had to look after him while supporting a large num- 
ber of children. She said she never got the idea 
from her mother that marriage or motherhood 
might be fun. Her mother had strict rules, such as. 
that “everyone had to eat everything on their 
plates, and that’s the way I run my house. My hus- 
band disagrees—there are lots of foods he doesn’t 
like. He’s always giving in to them about that, and 
bedtimes and privileges. He was raised differently 

more easygoing.” She added that he had tried 
to go into business once and failed, then returned to 
education, but he had never worried about the debts 
as she had. 

The father, a pleasant individual, tried initially 
to relate as a co-expert by telling of his reading in 
psychology textbooks; he placed the onus of the 
problem at his wife’s door. It was obvious that 
her cheerless, martyred rigidity was a factor, but 
his passive, almost sly conniving with the children 
to outwit their mother without overtly standing up 
to her was hardly helpful. He dwelt at great length 
on the happy times he and Martha had had before 
his business failed; then his wife and two older chil- 
dren were at school and he could come home to eat 
lunch with Martha and take her with him for sev- 
eral hours. Martha recalled the same pre-school 
period as almost heavenly, with only her daddy and 
the housekeeper around. 


Despite the fact that the mother was anxious to 
become comfortable with herself and her family, 
her identification with her own mother was strong, 
and she had very mixed feelings about relaxing any 
of her household rules. She was able to accept 
Martha’s feelings about her, which were expressed 
very freely during the steroid-induced euphoria, 
but kept wishing for the time when the medication 
could be reduced so Martha could “calm down 
again.”’ She looked so fatigued and pale that I asked 
her when she had had her last medical checkup, to 
which she replied that she had had menstrual flood- 
ing for ten years, knew she was anemic, but did not 
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want to go to the expense of medical attention for 
herself. She felt she should “drag on.’ After six 
months, I finally persuaded her to consult a gyne- 
cologist, at which time her hemoglobin was only six 
grams per cent. For the first time in their married 
life, her husband asserted himself and insisted she 
go through with the blood transfusions and hys- 
terectomy she needed. She seemed to enjoy his 
concern and forcefulness, but had trouble giving in 
gracefully. 

Martha’s own psychotherapy proceeded easily and 
rapidly, as she turned into a veritable chatterbox, 
relating meaningful fantasies, dreams and facts 
with equal lack of anxiety. During the first few 
months she began for the first time to play with 
children other than her sisters, to go out for the 
weekend, and to be more aggressive at home. She 
suffered one recurrence of colitis along with meas- 
les in the Spring but recovered rapidly. Repeat 
psychometrics after one year of therapy indicated 
her actual I.Q. to be 134 with evidence of consid- 
erable maturation and increased spontaneity in her 
relationships with her family. Despite great psy- 
chic improvement, she still has several loose stools 
a day and is still on maintenance steroid therapy. 

Both these children were in the hospital 
for only one month, They were able to ex- 
press their fears and angers as soon as the 
meticorten took effect. At no time did the 
colitis become worse as a result of becoming 
aware of, or expressing their feelings. Meti- 
corten has been given for over a year, in ever 
smaller doses, largely to solidify psycho- 
therapeutic gains before it is discontinued. 
Both of them have developed into leaders in 
their groups. Although both clinically and 
psychometrically tremendous improvement 
is evident, no predictions can be made as to 
the future course of their disease. 

Engel, in his careful “Studies in Ulcera- 
tive Colitis,” has delineated, not only the 
psychological factors which regularly appear 
in patients and families with this disease, 
but also points out physical factors which 
may precipitate attacks. Thus, in addition 
to the real or symbolic loss of the patient’s 
key relationship, or any situation in which 
the patient feels helpless, attacks may also 
be precipitated by gastrointestinal infec- 
tions, measles, or any upper respiratory in- 
fection. Psychotherapy, if successful, will 
render it unnecessary for the child to live 
only through compliance with the mother’s 
wishes, and make normal ego growth more 
possible. It could hardly alter the basic 
propensities of anyone’s colon, or prevent 
measles and influenza. 
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In the two cases presented, rapid strides 
were made in psychotherapy and in testing 
out new modes of interaction with parents 
and others. This would have been very diffi- 
cult for these two obsessive, anxious, well- 
behaved little girls without the additional 
stress-resistance they gained from their 
steroid therapy. 


Summary 


The combined steroid-psychotherapeutic 
approach to ulcerative colitis in children of- 
fers possibilities for rapid intensive work 
with minimal danger of physical relapse. 
Continuation of maintenance steroid therapy 
over a prolonged period allows the child to 
test out new modes of social interaction 
wthout undue anxiety. The steroids can 
be gradually reduced and then discontinued 
once the therapeutic gains can be solidified 
by repeated succesful experiences. | 
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Chlorpromazine in the Treatment of the Chronic 


Mental Patient in a Prison Hospital 


(A Preliminary Report on 25 Cases With One Year Follow-up) 


CHARLES E. SMITH, M.D., JAMES R. HARRIS, M.D. 
and ALFRED L. GARRETT 


The introduction of the tranquilizing drugs 
in the practice of institutional psychiatry 
has has been heralded with considerable en- 
thusiasm and optimistic hopes that these 
drugs may relieve some of the intractable 
psychopathological dysfunction so frequently 
encountered in the chronic mental hospital 
patient. In general, early reports of clinical 
trials of these drugs indicated favorable re- 
sults in the amelioration of some of the ad- 
verse symptomatology in the chronic patient. 
Stimulated by these reports, it was decided 
to employ chiorpromazine in a clinical trial 
on problem patients in a prison hospital. 

The setting for this trial was the Medical 
Center for Federal Prisoners, Springfield, 
Missouri, a general medical hospital of 1,000 
bed capacity with an average daily census of 
over 500 psychiatric cases of all types. The 
psychiatric service at this institution in- 
cludes a staff of five psychiatrists, a psy- 
chologist, part-time nursing services, several 
social workers, an occupational therapist, 
medical technicians, and recreational aides. 


From the Psychiatric Service, Medical Center for 
Federal Prisoners, Springfield, Missouri. 


Somatic therapies including electroconvul- 
sive therapy, coma and sub-coma insulin are 
available, as well as limited psychotherapy. 
In general, the psychiatric treatment pro- 
gram in this close-custody prison hospital is 
similar to that found in our better public 
mental institutions. The institution has the 
support of a sympathetic and enlightened 
penal administration which encourages the 
trial of all treatment techniques. 


Method 


In selecting patients for trial on chlor- 
promazine in this project, it was decided to 
employ the most difficult management prob- 
lems, which in this prison setting are the 
chronically hostile, aggressive, suspicious, 
often assaultive, paranoid psychotics. We 
proceeded with the idea that the over-all 
treatment program would be greatly en- 
hanced if the drug proved of value in reliev- 
ing these psychopathological syndromes. 
Clinical Material: 

A group of 25 male prisoners was selected 
for this study: 13 of these cases were white 
men, and the other 12 were colored. Their 
ages ranged from 20 to 48, with a mean age 
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of 32. In all but two cases, intelligence lev- 
els were average or better. The diagnostic 
categories are shown in Table I. 
TABLE I 
DIAGNOSTIC CATEGORIES 


Diagnosis No. of Cases 
Schizophrenia, paranoid type ........................ 15 
Schizophrenia, catatonic type ...................06 4 
Schizophrenia, undifferentiated type ............ 2 
EPATANOIG! DELEONAMCY. .2.2505.5600hciecssesscesseeesvoveesecs 2 
PSYCHOUC GEDVERSION: oses.55.55.ccesscscsessovsseccecesssscee 2 


The duration of illness ranged from six 
months to 14 years, with the majority of 
cases being of at least several years’ dura- 
tion. Nine of these cases had received no 
prior somatic therapy. The others had all 
received courses of electroconvulsive or in- 
sulin coma therapy, or both; all without sig- 
nificant improvement. 

Each of these individuals had a history of 
hostile, belligerent, threatening and assault- 
ive behavior of considerable duration. Six 
had demonstrated self-destructive trends. 
For the most part, these men had been con- 
victed of crimes against persons such as as- 
sault, murder, and rape (Table II). 


TABLE II 
TYPES OF OFFENSES 


Offense No. of Cases 
1 LU 0 Sy a re pe ae re ae 4 
Assault with intent of murder ......................... 3 
LEY DY OSS ea Ree so eee ce oe ee ee aR eRe Ea 4 
FASSAUIC "ANG TODDELY. .;,..020.00-58 eee Ne Reese ‘6 
[EL OU) Chalo) es 0 5 ae 3 
PLE 2 IRA a ee 1 
1 DEG os 1 ER nee Oe en PD PCR B 
OG 2 2) I Sa ee ie ne Oe ee ee 1 
PORIRUNAR NI oa tond xa coensscsachccsssscotsradesccopecerssoucecsiesesoresncoes 1 
Controls: 


Having been impressed with the large 
number of possible overt physiological re- 
sponses to the drug, which might serve to 
identify recipients, it was decided not to em- 
ploy a control group on inert placebos. In- 
stead, we elected to measure response to the 
drug by comparing behavior under its in- 
fluence with well-established patterns which 
had been noted in these chronic patients 
prior to the administration of the drug. We 
are in agreement with the observation’ that 
using the patient as his own control helps to 
eliminate subtle differences in handling from 


patient to patient, and gives a uniform base- 
line for comparison. 


Precautions 


In each case certain pre-treatment precau- 
tions were taken. These included a complete 
blood count, urinalysis, and serum bilirubin 
examination. During the course of treatment 
the serum bilirubin examination was re- 
peated at weekly intervals. 


Dosage Schedule and Duration 
of Treatment 


With few exceptions these patients were 
uncooperative, so that it was necessary to 
give the initial dosage intramuscularly. Pa- 
tients were started on 50 milligrams chlor- 
promazine intra-muscularly the first day, and 
if cooperative, the patient was given 50 milli- 
grams twice a day orally on the second day. 
The following two days the patient was given 
100 milligrams twice daily, and then the dos- 
age was increased to 200 milligrams twice 
daily. By the end of a week most of the 
patients had reached a maximum dosage of 
600 milligrams a day. A few of the cases 
were taken on to 1000 milligrams per day. 
All patients were continued on maximum 
dosage for a period of six weeks following 
which the medication was slowly reduced in 
the same manner in which it was started. 
There were no apparent withdrawal symp- 
toms. 


Technique of Administering the Drug 


The administration of the drug presented 
special problems which are worthy of com- 
ment. This soon assumed the proportions 
of a full-time job, as it was often necessary 
to spend considerable time with the patient 
trying to gain his confidence, and persuade 
him to accept the medication. The needs 
for developing a special kind of patience, de- 
votion and courage in this procedure made 
it apparent to us that success can well de- 
pend on the type of person who is selected 
to carry this out. In addition, the individ- 
ual charged with this task inevitably devel- 
ops meaningful personal relationships with 
the patient under treatment. Such relation- 
ships must be recognized as having some 
therapeutic value to the extent that they en- 
courage socialization in these heretofore 
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hostile, withdrawn patients. The extent to 
which this factor contributed to the improve- 
ment of these patients is a matter which re- 
mains to be determined. There is, however, 
one disquieting observation to be made in 
this regard; namely, as acceptance of the 
drug grew, the technique of administration 
became more stereotyped, and it appeared 
that response to the drug diminished. 


Evaluation Technique 


For purposes of this study patients un- 
dergoing treatment were evaluated sepa- 
rately by three persons. The physician in 
charge of the project was responsible for 
making a pre-treatment evaluation of the 
patient, which covered a 12-month period 
preceding the onset of treatment. This sur- 
vey included an enumeration of the number 
of times that a patient had been transferred 
from one ward to another because of his be- 
havior, the number of aggressive acts and 
threats on record, the number of self-de- 
structive attempts, a description of the re- 
gressive behavior he had shown, a notation 
of the duration of his illness, and a record 
of previous treatment and results. The work 
sheet included a diagnosis and a brief sum- 
mary of the case. 

In addition to completing the above ma- 
terial, the physician in charge of the proj- 
est was responsible for rating the patient 
at frequent intervals as to his reaction to 
treatment, the presence of hostility and par- 
anoid trends, his sociability, cooperativeness, 
and any relevant observations on his per- 
sonal habits and general behavior. Similar 
independent ratings of these same factors 
were made by the medical technician respon- 
sible for the administration of the drug, and 
a third set of observations was compiled by 
a selected group of trained ward personnel. 


Results 


A survey of these several independent rat- 
ings showed that during the course of treat- 
ment, improvement in some degree was ob- 
served in all but five cases. In most cases 
this improvement was classified as slight to 
moderate in degree. These improved pa- 
tients were observed to sleep better, to be 
friendlier, and to show some reduction in 
their hostility and tension. Seven of these 
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patients were improved sufficiently to permit 
their transfer to wards where they were al- 
lowed more freedom and received less super- 
vision. However, in most instances, their 
stay on the improved ward was short-lived; 
that is, 7 to 10 days. Although behavior 
showed some seeming improvement in all 
cases, there were no cases in which the pri- 
mary paranoid thought content showed any 
indication of alteration. 

A re-evaluation of these cases at the ter- 
mination of the 60-day period of treatment 
showed some degree of improvement in all 
but seven of these cases. For the most part 
the degree of improvement at this time was 
classified as slight, indicating that the pa- 
tient was a little more manageable in the 
hospital. 

One year after the termination of this 
treatment these cases were again re-evalu- 
ated. At this time it was found that only 
four of the cases were showing any improve- 
ment, with one described as making ‘‘a very 
good adjustment.” 


Complications 


Several of the patients undergoing treat- 
ment complained of somnolence and dizzi- 
ness. It was felt that this complaint may 
have occurred more frequently than was ac- 
tually elicited from this group of somewhat 
withdrawn, inaccessible patients. 

Noting a report® that obesity might be a 
serious complication in patients carried on 
moderate doses of chlorpromazine for 
lengthy periods of time, we examined the 
records of the weights of patients undergo- 
ing treatment. It was found that the aver- 
age weight gain per patient during the 60- 
day period of treatment was 10.8 pounds. 
The largest amount gained by any one pa- 
tient was 26 pounds and the smallest weight 
gain was two pounds. In general, patients 
undergoing treatment were observed to have 
improved appetite. However, we -question 
whether the extensive weight gains noted 
can be accounted for completely by increased 
caloric intake. We feel that this finding is 
deserving of further study. 

One of the cases developed an elevated 
serum bilirubin, with clinical evidence of 
jaundice, early in the course of treatment. 
The drug was discontinued and within a few 
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days the symptoms disappeared. Following 
this, the drug was resumed without any re- 
currence of this complication. 

It was observed that in some cases pa- 
tients responded to the drug initially by un- 
dergoing a period of excitement character- 
ized by sudden explosive, assaultive beha- 
vior. Whether this reaction was due to the 
drug or to increased attention from the per- 
sonnel, is a matter yet to be determined. 


Summary and Conclusions 


Of a group of 25 chronically disturbed, 
hostile, aggressive, paranoid patients in a 
maximum security prison hospital, 80% 
showed some degree of behavioral improve- 
ment during the early phases of a course of 
treatment with chlorpromazine. In most 
cases the degree of improvement was some- 
what diminished by the end of the 60-day 
treatment period. A re-evaluation of these 
patients one year after cessation of treat- 
ment revealed that only four out of the 25 
showed any improvement, and in only one 
of these cases was the improvement of a 
substantial nature. 

As these patients began to show improve- 
ment, we saw a need for more trained per- 
sonnel to work with them to increase their 
facilities and opportunities for socializing 
activities. We had a strong feeling that lim- 
itations in our staff may have prevented us 
from exploiting more fully the drug’s poten- 
tiality for enhancing the patient’s readiness 
for therapeutic participation in socializing 
activities. 

We were impressed with the fact that the 
beneficial effect attributed to the drug 


seemed to diminish with the passage of time 
during the course of treatment. This obser- 
vation leads us to raise several questions as 
follows: 


1. To what extent can the beneficial results be at- 
tributed to increased attention to the patient and 
to suggestion? 

2. Do these patients develop some tolerance to the 
drug which affects further improvement? 

3. Do the results obtained justify continuing the 
dosage of the drug indefinitely? 


We observed extensive weight gains in 
some of these patients, which could not be 
accounted for completely by increased caloric 
intake, 

In the absence of more specific information 
on the long-range effects of this drug, we are 
faced with a serious decision as to how long 
its use should be continued with chronically- 
disturbed patients of the type in this study. 
We believe that more information is needed 
to answer these questions. In any event, we 
suggest that enthusiasm for the drug should 
not be allowed to blind us to the therapeutic 
value of socializing techniques. 


Authors’ Note: Chlorpromazine (Thorazine) was 
provided through the courtesy of the Smith, Kline & 
French Laboratories, Philadelphia, Pennsylvania. 

Charles E. Smith, Bureau of Prisons, Washington 
25, D.C. 

James R. Harris, Philadelphia General Hospital, 
Philadelphia 4, Pa. 

Alfred L. Garrett, Medical Center for Federal 
Prisoners, Springfield, Missouri. 


BIBLIOGRAPHY 


1. Malitz, S., Hoch, P. H., and Lesse, S.: Am. J. of 
Psychiat., 113: 540, Dec. 1956. 

2. Lassenius, B., and Osterman, E.: Nord. Med., 55: 
798, 1956. 





EASTERN PSYCHIATRIC RESEARCH ASSOC. 


The Eighteenth Scientific Meeting of Eastern Psy- 
chiatric Research Assoc. will be held Friday, April 
24th, 1959, 8:00 P.M. at New York University Medi- 
cal School, Alumni Hall “B” (Basement), 30th 
Street and First Avenue. (Entrance on First Ave.— 
Parking on grounds.) 

The program is as follows: 

1. Film: “Migraine Equivalents.’’ (Courtesy of 
Sandoz Pharmaceuticals. ) 

2. “Remarks on ECT,” Ugo Cerletti, M.D., Rome, 
Italy. 


3. “Abnormal Cerebral Transmission and Psycho- 
sis,’ Amadeo Marazzi, M.D., Veterans Administra- 
tion, Chief Research Lab. in Neuropsychiatry, Pitts- 
burgh, Pa. 


4. Question: to be discussed from the floor for all 
those who want to do so. 


“Drugs in Psychiatry: which are you actually 
using in your practice. Discuss method of admin- 
istration, dosage, results, complications and precau- 
tions.” 
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| Founded 1879 


| RING SANATORIUM 
Eight Miles from Boston 


For the study, care, and treatment of emotional, mental, personality, and habit disorders. 

On a foundation of dynamic psychotherapy all other recognized therapies are used as indicated. 
Cottage accommodations meet varied individual needs. Limited facilities for the continued care 
of progressive disorders requiring medical, psychiatric, or neurological supervision. 


Accredited by the APA and the Joint Commission on Accreditation of Hospitals. 


BENJAMIN SIMON, M.D. CHARLES E. WHITE, M.D. 
Direetor Assistant Director 


ARLINGTON HEIGHTS, MASSACHUSETTS - Mission 8-0081 




















A NEUROPSYCHIATRIC FOUNDATION 
THE 


ROGERS MEMORIAL HOSPITAL 


The Hospital is situated on the Nashotah Lakes, 30 miles west of Milwaukee, provid- 
ing the ideal, restful country environment and the facilities for the modern methods of 
therapy of psychoneuroses, psychosomatic disorders, alcoholism, and the other neurologic 
and psychiatric problems. Occupational therapy and recreational activities directed by 


trained personnel. 
OCONOMOWOC, WISCONSIN 
PHONE LOGAN 7-5535 


EUGENE FRANK, M.D. OWEN OTTO, M.D. LEROY A. WAUCK, PH.D. 

WILLIAM C. JANSSEN Medical Director Clinical Psychologist 

LOREN J. DRISCOLL, M.D. JOSEF A. KINDWALL, M.D. 
Consultant 




















FAIR OAKS 


INCORPORATED 
SUMMIT, NEW JERSEY 


A fully approved Hospital for intensive treatment and management of 
problems in Neuropsychiatry. 


OSCAR ROZETT, M.D. THOMAS P. PROUT, Jr. 
Medical Director Administrator 























BEVERLY HILLS CLINIC and SANITARIUM 


210 N. Westmoreland Avenue WHitehall 3-4651 
Dallas 11, Texas 


A private clinic and hospital for nervous and mental diseases both for in-patients and out-pa- 
tients—stressing a homelike environment with separate building units and special cottages—air- 
conditioned. 

A complete neuropsychiatric diagnostic and treatment center including a department of psychol- 
egy—encephalography—clinical laboratory and X-ray—psychotherapy—electroshock and insulin 
coma therapy, as well as psycho-surgery. 


ARTHUR J. SCHWENKENBERG, M.D. FRED H. JORDAN, M.D. 
JOSEPH L. KNAPP, M.D. HENRY P. HARE, JR., M.D. 
JACKSON H. SPEEGLE, M.D. LUDLOW M. PENCE, M.D. 


Neurology Psychiatry 
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BALDPATE, Inc. 


Geo. Fleetwood 2-2131 Georgetown, Mass. 
Located in the hills of Essex County, 30 miles north of Boston 
For the treatment of 
psychoneuroses, personality disorders, psychoses, alcoholism and drug addiction. 


Definitive psychotherapy, somatic therapies, pharmacotherapy, milieu-therapy under 
direction of trained occupational and recreational therapists. 


HARRY C. SOLOMON, M.D. GEORGE M. SCHLOMER, M.D. 
Consulting Psychiatrist Medical Director 























DEVOTED TO THE ACTIVE TREATMENT OF 


MENTAL and NERVOUS DISORDERS 


HAIR EW 


as : . — 

Sanuwuire i , 
© Insulin Shock © Electro-Narcosis 

2828 S. PRAIRIE AVE. © Electro-Shock © Out Patient Shock Therapy 
CHICAGO Available 
Phone Victory 2-1650 ALCOHOLISM Treated by Comprehensive Medical- 
J. DENNIS FREUND, M.D. 
Medical Director Psychiatric Methods. 


Specializing in Psycho-Therapy, and Physiological therapies includ- 

















HALL-BROOKE 


An Active Treatment Hospital, located one hour from New York 


A licensed private hospital devoted to active treatment, analytically- 
oriented psychotherapy, and the various somatic therapies. Each 
patient is under daily psychiatric and medical supervision. 


HALL-BROOK€E, Greens Farms, Box 31, Conn. 
Tel.: Westport, CApital 7-5105 


GEORGE S. HUGHES, M.D. ROBERT ISENMAN, M.D. 
LEO H. BERMAN, M.D. JOHN D. MARSHALL, JR., M.D. 
ALFRED BERL, M.D. PETER P. BARBARA, PH.D. 


LOUIS J. MICHEELS, M.D. HEIDE F. and SAMUEL BERNARD, Administration 
New York Office: 46 East 73rd Street — LEhigh 5-5155 
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Saint Joseph Sanitarium 
(Supervision of Sisters of Mercy) 
P. O. BOX 236 — DUBUQUE, IOWA 
or phone $-8291 for information 


Mild Mental and Nervous Cases 


also 
Convalescent and Rest Patients 


Shock Therapy, Hydrotherapy, Physiotherapy, Occupational Therapy. 
Competent Staff. 
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GLENSIDE HOSPITAL 


FOUNDED 1909 


Located in an attractive rural setting in the heart of Boston for the care of nervous, 
mental and geriatric disorders, alcoholism and drug addiction. 

The new Ordway Therapy Unit includes the most modern electrotherapy equipment. 
Anesthesia by the Hand-Auden Associates and trained personnel available to cour- 


tesy staff. 
DORIS M. HORWOOD, Superintendent 


RUTH M. CROSSFIELD, M.D., Medical Director 


6 PARLEY VALE, JAMAICA PLAIN, MASS. 
JAMAICA 4-0044 RATES MINIMAL 














sopepos HILLCREST HOSPITAL UE est. 1905 


(formerly The Retreat, Inc.) 
DES MOINES 12, IOWA 


For the diagnosis and treatment of Nervous and Mental Disorders 
in a homelike environment. 


Occupational Therapy, Physiotherapy and Shock Therapy 
Open Psychiatric Staff 


HERBERT C. MERILLAT, M.D., Medical Director HERBERT W. VETTER, Administrator 

















P l N E W O O D i wee sg Physicians in Charge 


DR. WALTER A. THOMPSON, F.A.P.A., Clinical Director 
Westchester County Katonah, N. Y. Tel.: Central 2-3155 


A competent sixty bed psychiatric hospital offering an approved program for training residents 
in neuropsychiatry. Psychoanalytically oriented. Patients receive individual treatment sessions 
and also group therapy. Electroshock therapy and its modifications available. Pharmacological 
therapies. Consulting staff of specialists. Monthly clinical conferences open to the profession. 


N. Y. City Offices—By Appointment 


DR. EPSTEIN—975 Park Ave.—Tues., Thurs., Sat. RH 4-3700 
DR. WENDER—59 East 79th St.—Mon., Wed., Fri. BU 8-0580 























For Intestinal Dysfunction 


NUCARPON® 


Each tablet cont: Extract 
of Rhubarb, Senna, Precip. 
Sulfur, Peppermint Oil, 
Fennel Oil in activated 
charcoal base 
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For making Burew’'s Solution 
US.?. XIV 
WET DRESSING Use 


PRESTO-BORO® 


(Aluminum Sulfate and 
Calcium Acetate) 
POWDER JN ENVELOPES 
— TABLETS — 

For treatment of Swellings, 
inflammations, Sprains 
Scien 
For Pulmonary Conditions 


‘an? . : TRANSPULMIN® 


1 
: t All Prescr 3% solution Quinine with 
id 22% Camphor for Intra- 


TANDARD PHARMACEUTICAL CO., INC., © 253 West 26th St., New York -muscular Injection. 
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